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(54)Title: 3-AMIDINOANILINE DERIVATIVES, ACTIVATED BLOOD COAGULATION FACTOR X INHIBITORS, AND 
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(57) Abstract 

3-AmidinoaniIine derivatives represented by general formula (I) which have potent and selective activity of inhibiting activated blood 
coagulation factor X and are useful as activated blood coagulation factor X inhibitors, or pharmacologically acceptable salts thereof and 
intermediates in producing the same, wherein R represents hydrogen, lower alkyl, lower alkenyl, etc; R l represents hydrogen, hydroxy, 
lower alkyl, etc.; Y represents a single bond or oxygen; and R 2 represents lower alkyl or a group represented by (a) wherein n is 1 or 2; and 
T is hydrogen or -C(=NH)-W (wherein W is lower alkyl). 
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m), 9. 18 (2H, br-s) 
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4 -7x-;UtX'J >>>i£I^10.0g£ h 'JxW; ^25ml££{b^ 1/ > 

METSSSU 4 - 7i-;h l - h U 7/M-n7-fef\rt/t°'*>j v> l2.45g£ 

'H-NMR (CDC 1 3 ) 5 ppm: 
1. 63-1. 80 (2H, m), 1.90-2.07 (2H, m), 2.74-2.93 (2H, m), 3.17-3.32 (1H, 
m), 4. 06-4. 21 (1H, m), 4. 62-4. 78 (1H, m), 7. 11-7. 40 (5H, m) 

##^J6 

4- (4 h P7x-;l/) - 1 - h'J 7;btn7-bf^hX'J 

4 -7x-;h 1 - h U 7;l/:tn7-fef\rt/tM'J •;;> 123. 7g£ h 'J 7;M-n 
ffi?& 600ml lCi§j$?U MTlIt h U 7A82.0g^Jn^.fCo f©^ffil?14 

*$$l£3&U 4- (4 ha7x-;l/) -l-h 
'J 7 p 7-trf\>b bX 'J 2? >90. 4 g £|#fc 0 
*H-NMR (CDC 1 3 ) 6 ppm: 
1.66-1.82 (2H, m), 1.95-2.10 (2H, m), 2.81-3.04 (2H, m), 3.20-3.34 (1H, 
m), 4.12-4.25 (1H, m), 4.68-4.80 (1H, m), 7.38 (2H, d, J=8.7Hz), 8.20 
(2H, d. J=8.7Hz) 



##^J7 
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4- (4-7;;7x^;l/) - 1 - h U 7;M-p7-tr^;I/b'^'J y> 

4- (4 -— ho7x-;l/) - 1 - h U 7;l/tn7tf;l/hXiJ ^>70.5g> 
lO^v^A^lO.Og&tf 2N-J&^ lOOml^-y ^y-;U50ml(cKL. tK 

5 METii^l L fco ft &nfc»jt*7k^*» U tSfoittifeK*^ h 'J «7 AtK**t 

ES£U 4- (4-7S7 7xx;U) - l - h 'J 7Jl/jrur-t1-Jl\zKy i?y 
60.7g£ftfc o 
10 'H-NMR (CDC 1 , ) 5 p pm : 

1.50-1.75 (2H, m), 1.87-2.00 (2H, n), 2.62-2.76 (1H, m), 2.77-2.91 (1H, 
m), 3.15-3.28 (1H, n). 3.61 (2H, br-s), 4.05-4.18 (1H, m), 4.61-4.74 
(1H, ■), 6.65 (2H, d, J=8. 4Hz), 6.98(2H, d, J=8. 4Hz) 



15 8 

3-x;u»gcm#ggx?-;u 

3-*;U*£m§K*/^hy*A£40.0g£x*/--;U 400mlfc:!B«IU IS 
fQ&ffc**-x* / -;U*«40ml*3!inil8I^IHanj(Wt«E L/io SJS«^»*5il 

20 U 6*£«EET«BU 3 -*;l/*£JSl#i*x*;i,40. 9g£»fc« 
'H-NMR (DMSO-ds ) 6 ppm: 

1.33 (3H, t, J=7.1Bz), 4.32 (2H, q, J=7. 1Hz), 7.43-7.55 (1H, m), 7.60- 
8.25 (4H, b) 

25 ###J 9 

3 -x h^v'^;l/^x;U^>4f yx;l/»x;l/^ o ij K 

3 - X;l/*£H#$x^;M0. 9 g ^tft-;l/ 200ml»c?gf? U t° «J 5? > 
1. OmK N, N - fMM7 ^ K 0. 2nl£fln;L 9 BtPal fiQ&Mm L fc» KJS 
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K42.7g£*#fc 0 

'H-NMR (CDC 1 3 ) <5 ppm : 
5 1.44 (3H, t, J=7.1Hz), 4.46 (2H, q, J=7. 1Hz), 7.69-7.79 (1H, m), 8.18- 
8.28 (1H, m), 8.38-8.48 (1H, a), 8.66-8.75 (1H, m) 

mm 1 0 

10 3 -x b*i/#;Utfx jl/O-e >x;l/*— Mdij Kl0.0g*S?Jif-;ux— f- 
;U20ml{C}gi?U *»T28967>*-7*50mlJCjP^L^ MST?30#M#Lfc o 

VrihWj&zmitzW., s>x*-;t,x-f7bT?ft»u 3 mil 

xfvl/7. 87g£»fc 0 
'H-NMR (DMSO-dn ) 5 ppm: 
15 1.34 (3H, t, J=7. 1Hz), 4.37 (2H, q, J=7. 1Hz), 7.39 (2H, br), 7.79-7.89 
(1H, m), 8.03-8:12 (1H, m), 8.13-8.20 (1H, m), 8: 36-8. 42 (1H, m) 

mm 1 1 

20 M&WM 4.0g£70 o C©»30mlKSliiU 3 -x Y^i/tuV^x.jlKy^y 
Falit^Lfco KJ&jS£$J£ 2 N-7KIKfc* h U * Limm$*l*M^ fo^Vfc 

Hf>x;b7^ >SS 4.9g£#fc 0 
'H-NMR (CDC 1 s ) <5 ppm: 

1. 41 (3H. t, J=7. 1Hz), 4. 41 (2H, q, J=7. 1Hz), 7. 55-7. 66 (1H, m), 7. 76 

(2H, br-s), 7.87-7.96 (1H, m), 8.17-8.25 (1H, m), 8.31-8.38 (1H, m) 
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2 3 



#%0J 1 2 

3 -J ? >x;U»_;l/^,t#^xf->>l/ 
3 -^b*i/J]Jltf-)lKy-eyxjl7 j >$fl.06g£x?y-;b5mltcz§8? 
5 U tK^T 5 N -Tk^fci- h »J 7 A7fc*«l. OlmU 62ml^H(|» 
£fiT*5B#ISHl#Lfco RjK«Mllc**aiLTx ^xf-;l/-c#tiJL^ # 

•> * AT<0| L fc^ z&$£&ES£ L> 3 - / 9 :/*;U*-;l/$Jl*lfcxf- 

10 'H-NMR (CDC 1 3 ) <5 p pm : 

1.43 (3H, t, J=7.1Hz), 3.10 (3H, s), 4.44 (2B, q, J=7. 1Hz), 7.64-7.73 
(1H, m), 8.10-8.20 (1H, ■), 8.30-8.38 (1H, m), 8.56-8.64 (1H, m) 



mm\ 1 3 

15 3 -/ 9 y 7>)i>*—)Ky v jit ;U3 -;u 

3 - 420mg£-f h5 t Ko77>4mltC»» 

U 7K^t(i9^ , ;^7A 120mg£#D/U T^n*>^H^T20^P a 1Mit^L^o 

KiSfi^ic7K*snx.T, ftttxf-^-caaiLfc. wi»JB*taiDKK**^ h >j 

20 $£&JE3£U Z-*?>7>J\,*-)l<>i?)ls7Jl>3~Jl< 283mg^'fi^o 
'H-NMR (CDC Is ) 5 ppm: 
1.91 (lH, t, J=5.8Bz), 3.07 (3H, s), 4.82 (2H, d, J=5.8Hz), 7.57 (1H, t, 
J=7.7Hz), 7.67 (1H, d. J=7. 7Hz), 7.87 (1H, d, J=7. 7Hz), 7.97 (1H, s) 



25 1 4 

3 -X;U7 r^r^ )\/Ky : J)VT)\y^-)V 



'H-NMR (DMSO-d, ) 5 ppm: 
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4.57 (2H, s), 5.30-5.60 (1H, br), 7.25-7.40 (2H, m), 7.45-7.55 (2H, m), 
7.64-7.75 (1H, m), 7.77-7.85 (1H, m) 

mm 1 5 

5 2- (3-^;K;l/7x^;i/t^y) §EBft./f-;l/ 

3-tFn + y^>X7^ft KlO. 0g£^ K50ml{c:?§ft?L. 
KK* 'J * A13. 0g£Jn*.fc&, 7n*ffjsK,/ 3^8. 14ml£?STLM&-e 4 B#F a 1 
WLfco &l&&£$ifC7k£fln>U i>if^x- r^T'tttiJU MH^tK. IS 

10 i*-eim&L, *&&£i&M£U 2- (3-*;K;i/7x-;i/t+-» g^SMf- 
;H6.3g£f#£ 0 

'H-NMR (CDC 1 3 ) 6 p pm : 
3.82 (3H, s), 4.71 (2H, s), 7.20-7.41 (1H, m), 7.35-7.41 (1H, m), 7.44- 
7.56 (2H, m), 9.97 (1H, s) 

15 

###J 1 6 

1 5 1 mm®% mz & k> vrFoit&mz&m i tz 0 

3 -y ^yyW^yQX7;Vft: K 
20 'H-NMR (CDC 1 3 ) 6 p pm : 

3.49 (3H, s). 5.23 (2H, s), 7.26-7.34 (1H, m), 7.42-7.58 (3H, m), 9.98 
(1H, s) 

4-^>v?Wy-3-^FD<>y'xhiJ;l/ 
25 'H-NMR (CDC 1 a ) 5 ppm: 

5.32 (2H, s), 7.21 (1H, d, J=8.8Rz), 7.32-7.48 (5H, m), 7.76.(1H, dd, 
J=8.8Hz, 2.1Hz), 8.15 (1H, d, J=2. 1Hz) 



1 7 
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4 - t e r t -7*J\/i? t f-fri/i) )]/**'X % sXT)\/7 t t K 

4-th'D+->/<>X7;l/ft K 2.0g£N, N-itJf-Jlsfrjl&Ti K20ml 
l^iLx tert- -ff-frztM l-fris U o 5 <f K2. 71 g cfctM ^ 

5 Jnx.> ^x^;ux— r;i^t4tiiU W$j§£ l N-TkKlb^- h 'J -7A*&8u tK 

-'vMf:/) TfiftilU 4 - t e r t -7>;l/iV )\,* * i/ Ky XT )l 

ft K3.35g£&fc 0 
10 1 H - NMR (CDC 1 3 ) <5 p pm : 

0.25 (6H, s), 1.00 (9H, s), 6.95 (2H, d, J=8.6Hz), 7.79C2H, d, J=8.6Hz), 
9.89 (1H, s) 

1 8 

15 2- (3-kKn^-^^7x^Wy) jj^f;b 

2- (3 -*;u*;U7x^;u***» |jsifc>f-;H0.0g&f-h5k Ku75> 
50ml{C&JS?U *»T7K*^S-?*^ h 'J tfALOlgfcflDJtfcflU ^^y-;H0 
mlfcSTFU T^n'^a^ma^ZMWL^o 2 
N-*g&30mi£flQ;i. v'x^^x-xyUT-aaiL^o W*£Jl£7K&tfi&fn:&i£7k 

20 *#T?ft»U l^mv/*** ATftiiLfc. «ISE*«ES4Sfe. £SiS£'> 

U 2- (3-t Kn+i/>f;l/7i^;l/t+y) »fM37g^fc 0 
'H-NMR (CDC 1 , ) 6 ppm : 

1. 69 (1H, t, J=6. 1Hz), 3. 81 (3H, s), 4. 61-4. 72 (4H, ■), 6. 83 (1H, dd, 
25 J=8.3Hz, 2.6Hz), 6.92-7.03 (2H, m), 7.23-7.32 (1H, m) 

&*m 1 9 
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2 6 

4 - t e r t - yf f ;b-> 'J ;l/t^->^>^;^7;l/ 
'H-NMR (CDC 1 j ) 6 ppm : 
0.19 (6H, s), 0.98 (9H, s), 1.54 (1H, t, J=5.8Hz), 4.6K2H, d, J=5.8Hz), 
6.83 (2H, d, J=8.4Hz), 7.23 (2H, d, J=8. 4Hz) 

5 

'H-NMR (CDC 1 3 ) 6 ppm: 

1.67-1.80 (1H, m), 3.48 (3H, s), 4.67 (2H, d, J=6.0Hz), 5.18 (2H, s), 
6.93-7.10 (3H, m), 7.23-7.32 (1H, m) 

10 

#%0»J 2 0 

3-h Fn*->KyX7JlTt K25. QgRtfpiWJ] "J Q A28. 3g£7-t? h 
D;U 150mltdSn^. N ECOi^U^nvf K26. 8ml£?ST U 60 o CT 4 B^Jtft 

i50mi{c^i?L/-co ^t>n^^«K*^T7K*<ba9«^ b y ^a 3.3g 

Z&mz#m l TIE*-, 7 )V zf >3?ffl«TM-ei0£IHll£# L /Co S^fi^BIc 

20 timBt&nax.m&tu ^f-^-f-^-emihU ^wm^m^^wm^v 

'H-NMR (CDC 1 s ) <5 ppm: 

4.67 (2H, s), 5.08 (2H, s), 6.87-7.05 (3H, m), 7.26-7.45 (6H, m) 

25 

mm 2 1 

2- (3-yn ; E-y^;l/7x^.;U^-^i/) Wk**fo 

2- (3-tKn + ^yf;l/7x-W-» »K^f--/l/4.20gRCf h 'J7x 
-MX7^ >6.18g££te*f-l/>30ill;:Jg#U *#TEJI'fb&*7.81g£ 
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5 'H-NMR (CDC 1 3 ) 6 ppm : 

3.81 (3H, s), 4.45 (2B, s), 4.65 (2H, s), 6.81-6.88 (1H, m), 6.93-6.98 
(1H, m), 7.00-7.06 (1H, m), 7.23-7.30 (1H, m) 

2 2 

io ##^j2 1 tmm<Di5mc&QMT04t&to&&f$.Ltz o 

'H-NMR (CDC 1 s ) 5 p pm : 
3.48 (3H, s), 4.47 (2H, s), 5.18 (2H, s), 6.95-7.10 (3H, m), 7.20-7.30 
15 (1H, m) 

4 - t e r t -7 , f;k^yf;l/y'J;^t-X>^l/7'o?^ K 
'H-NMR (CDC 1 3 ) S ppm: 
0.20 (6H, s), 0.98 (9H, s), 4.49 (2H, s), 6.79 (2H, d, J=8.5Hz). 7.23- 
20 7. 30 (2H. m) 

'H-NMR (CDC 1 , ) <5 ppm: 
4.51 (2H, s), 4.79 (2H, br-s), 7.52 (1H, t, J=7.8Hz), 7.58-7.66 (1H, m), 
25 7.83-7.90 (1H, m), 7.96 (1H, t, J=l. 8Hz) 



'H-NMR (CDC 1 3 ) 6 ppm: 
3.07 (3H, s), 4.53 (2H, s), 7.57 (1H, t, J=7.8Hz), 7.66-7.72 (1H, m). 
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2 8 

7. 85-7. 92 (IB, ■). 7. 95-8. 01 (IB, m) 

'H-NMR (CDC 1 s ) 5 p pm : 
5 4.45 (2B, s), 5.05 (2H, s), 6.89 (IB, dd, J=8.3Bz, 2.5Bz), 6.95-7.04 
(2B, m), 7.20-7.47 (6H, m) 

mm\ 2 3 

4 -<y*J 1 -7a€- 2 -Tr> ' 

10 4 -'<>i?;l/^i/-2-^f>- 1 950mg&tfeg&'fl:£fc*2. 12 g £ 

^k^^L/>80ml{C^|?L> MJ7x-;^X7>( >1.68g£&@fc$MRJLTflD 

1f» -ffflMHU 4-^^+y-l-7nt-2-7f> 980mg£f#fc o 
15 'H-NMR (CDC 1 . ) 8 p pm : 

3.99 (2B, d, J=8.3Bz), 4.15 (2B, dd, J=6. 3Bz, 1.5Bz), 4. 54 (2B, s), 
5.70-5.82 (IB, m), 5.85-5.96 (IB, m), 7.20-7.40 (5B, n) 

##0IJ.2 4 

20 ft»4->7;-2-xhn^>i?;l/ 

M4 -i^TJ<y ! J)l 5.0g£T-feb^Hj;U 100mllC^L> TJl3>% 
ffl%<PT~*.i%T. t h7 7;l/^J-n{i-5i?-hn^»7A (85%) 3.1g£DT-fe h- 
h';^30ml»«*jBlTLx MT?3^nB®S**fc. ^M^SETIIU 

d t°;Ux,-^;U-e^fe#L. Si4->7;-2 h aKy-jjio. 95g£*#fc„ 
'H-NMR (CDC l , ) 6 ppm : 
2.21 (3B. s), 5.57 (2B, s), 7.79 (IB, d, J=8. lBz). 7.94(1B, dd, J=8. lBz, 
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1.7Hz), 8.42 (1H, d, J=1.7Hz) 

mm 2 5 

4 - t Kp4-WtS>U- 3 hpK>7_ h 
5 H^4-S/7/-2--bnK>v>;U 2. Og£x? y -;U20ml{cf^ U 2N 

-TK^k^ h «J ^Ajfagft 4.8ml£7&TLfCo SfiT50aiBKJE£-a:fc8U SJS 

^•>'J*fM7A^07h/7 7-(- (*§&*§*& : >^;-yl/-yxf;H- 
10 TltSSU 4-t Kn + i/y^;U- 3 -x hn^>y^h 

'J ;U 342mg£f#fc 0 

'H-NMR (CDC 1 i ) <5 p pm : 
2.20-2.48 (1H, br), 5.14 (2H, s), 7.97 (1H, dd, J=8. 1Hz, 1.6Hz). 8.07 
(1H, d, J=8. 1Hz), 8. 42 (1H, d, J=l. 6Hz) 

15 

mm 2 6 

4 - t e r t - j-Jli/ V Jljr*v J 3 --hn<>'/- h U ;U 

4-t Kn + ->^ 3 -— ho^'/i h «J;l/ 320mg£N, N-vVf-;U 

*^7; K3mlic?gjS?U tert -7*JVi?/1-j\/i/V Jl? K 300mg 

20 rov s i50mg£fln;i> T;u^>5?smmfir-40^P^Jt^-ii-^o R 

ML 1&Wmvr*i/t?ireWMk > »«*«ES4Lx 4-tert -7* 
^;bv/ U ;U^-+->y f-^- 3 -x h oOy^ h ■! ;b 5l2mg£ftfc 0 
'H-NMR (CDC l s ) 8 ppm : 
25 0.16 (6H, s), 0.97 (9H, s), 5.15 (2H, s), 7.95 (1H, dd, J=8. 2Hz, 1. 6Hz), 
8.12 (1H, d, J=8.2Hz), 8.41 (1H, d, J=1.6Hz) 

mm 2 7 

3-7$y-4-tert - T^U 'J/ V fr** is t > V- h »J )V 
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4 - t e r t -7?-)H?ji3-Jli/i)j\,**i/J f-;U- 3 - -hnOV - S U 
JU 500mg£x^ j -juzmmt, WcM—irf ♦ "TKfP^I 770mg£fln;Lfc o 
T**^ke9*^h'J^A 130mg£»lelfc$MPJLTta;U T;l/=f>^S^TMS 

■p2^iHa(s**fc 0 w&m&Mi\zfa£m^ ^mya&zmuzo mmz-j^? 

/Co ft&ftfc&fc&ftiMinliCig#U ffilS* 910mg£fln>U ffl-C18B#IHIKJ& 

io 7k&&fc «t cfiaftft4i*»«i?0»:ift# l . warn ^mjmm^ > o a 

'H-NMR (CDC 1 j ) 6 p pm : 
0.08 (6H, s), 0.90 (9H, s), 4.34-4.46 (2H, br), 4.68 (2H, s), 6.89 (1H, 
15 d, J=1.4Hz), 6.97 (1H, dd, J=7. 6Hz, 1.5Hz), 7.11 (1H, d, J=7. 6Hz) 

mm 2 8 

2 - (2 - t e r t - 7*f-;U^ ^;U-> 'J J\,**^t j-Jl- 5 - ->7 V 7 xx;b 

20 3 - 7i;-4-tert -rf-^/S?yf-A/S/U^4->y f^UKi/Vx h y 

;l/ 300mg£v^^;Ux;U**:/ K3mlKi§fl?U KRrt'U «7A 320mg, 
h 'J "7 A 210mgRO*7*n^^x^;U0. 19ml£flD;U 80°CT 7 B#fflRj&£-£fc 0 

£J&l£$jiC7k£#n;U ^x^;ux--r;i/T'$aiU W^1^7KS.O'tSftiA^7K 

) TlUSlLfco ^£ftfcxxx;U£x?y-;U4nilto§8?U 2N-*IMb*-h 
y^A7K»tt0.46nl*»n^ ifit'2Wl£5^fco RJtSfi^«*«ETWS 

U attic****.* ^x^;ux-x;UT^Lfco *»«Hfflrattfe£ Lfc 
flU ^x^Ux-T^T-ffltilU ^aw£*&tft^£tft*^T?ifei*u &* 
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3 1 

m^/*** A-clSiiSU 8«t£«ES£U 2 - (2 - t e r t -7f-;U$? 
t f- friz 5 -->Ty 7*^7; /) ft$ 241ig£'fifc 0 

'H-NMR (CDC 1 , ) <5 ppm : 
0.87 (6H, s), 0.90 (9H, s), 4.01 (2H, s), 4.72 (2H, s), 5.69-5.85 (1H, 
5 br), 6.71 (1H, d, J=1.5Hz), 7.01 (1H, dd, J=7. 6Hz, 1.5Hz), 7.13 (1H, d, 
J=7. 6Hz) 

MS (FAB, m/z) : 3 2 1 (M + H) 
mm 2 9 

10 4-^oa-3--hnOX7; K 

4 -?no- 3 - - ho$J&SK4. 72g&C#frffcf-3t-.=. ;U5. 12ml£ h;l/i>3 

■lKftlx.* 90W2B#IHfl£#Lfc o RJSiR^ft*«EETjMBLA:!ft. 

T25967>*-7*»«U5nl£ft];i, 15£H«#Lfc. WtMfc*5SKLfc«. 7k 

Tifc^U 4 -?np- 3 --hn^>X7i K4.67g»fc 0 
15 'H-NMR (DMSO-de ) 6 ppm: 

7.77 (1H, br-s), 7.90 (1H, d, J=8.5Hz), 8.16 (1H, dd, J=8. 5Hz, 2.1Hz), 

8. 30 (1H, br-s), 8. 51 (1H, d, J=2. 1Hz) 

mm 3 0 

20 mm 2 9 1 mmozmck t> uToit&mz&m itz<, 

j-7Mn-3--^D<>X7; K 
'H-NMR (DMSO-de ) 6 ppm: 
7. 65-7. 85 (2H, m), 8. 25-8. 40 (2H, m), 8. 60-8. 70 (1H, m) 

25 

mm 3 1 

3 -7$ J - 4 -?naOX7$ K 
4-?an-3--\>nOX7 i K3. 41 gRCf— K^te^30nig*S»80iillC 
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3 2 

mwki&7k~£fcft U 3-7;;-4-^n d<>X7 ^ K2. 21 g £f#fc 0 
'H-NMR (DMSO-d, ) 5 ppm: 

5.48 (2H, s), 7.00 (1H, dd, J=8.2Hz, 2.1Hz), 7.15-7.32 (3H, m), 7.81 
5 (1H, br-s) 

##0J 3 2 

3-T^y-4-/^;U^>X75 K2.87g^t:'J ^>15ml{C^L. 
10 h 7Mnpli*ft 8. lml£ii§TU 30#M#L*io SJSS&^lcSftllfc 
*ti\7M£t U fftbft*6UJLA:«> U 4 3 - h U 7)1 

JruT^hTl J<yV-Y U;l/2.90g^/c o 

'H-NMR (CDC 1 s ) 6 ppm : 
2.39 (3H, s), 7.38 (1H, d, J=7.9Hz), 7.49 (1H, dd, J=7. 9Hz, 1. 6Hz), 7.86 
15 (IE, br-s), 8.18 (1H, d, J=l. 6Hz) 

3 3 

20 4 -?ao- 3 - hi) 7 )VtuT^)lT I JKy^f— h U;U 
'H-NMR (CDC 1 3 ) <5 ppm: 

7.49 (1H, dd, J=8.3Hz, 1.9Hz), 7.60 (1H, d, J=8.3Hz), 8.48 (1H, br-s), 
8.72 (1H, d, M.9Hz) 

25 U 3 4 

3 - h U 7;l/to7tf;l/7 $ jKyyz. y y ji 

3-7iy<>y~hU;U 1.0g£t°>J VlOmKC&g? U tK#^ h U ?;U 
* a ffH£&7kft2. 13 g fcjST U M'ST" 1 B#IHKJ& $ it tz a KJ6«^ft*«ET 
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1 H-NMR (CDC 1 3 ) 5 p pm : 
7.50-7.59 (2H, ■), 7.80 (1H, dt, J=6. 6Hz, 2. 5Hz), 7.92-8.15 (2H, m) 

5 

#%0lJ 3 5 

4 -7;M-p- 3 — h U 7;M-a7Hr?\fr7 $ h u;u 

4 - 7;U*n - 3 -x h nK>X7 5 K 640ing&O f -®'fb6& 5 mg£I^10nil 
fcflnx., 3ffliK:T**»H»T#ffi*C?2l*|IB!l»L^: 0 *iS«S£<5£U 

te£U *TiM&£6lfcU *"Cife»U 4 -7;M*n- 3 - h 'J 7;^o7-fef- 
;UT S y<>7^ h U ;U 312mg£f# fc 0 
15 'H-NMR (CDC It) 6 ppm : 

7.20-7.40 (1H, m). 7.50-7.60 (IB, n). 8.15 (1H, br-s), 8.70 (1H/ dd, 
J=7.1Hz, 2.0Hz) 

mm 3 6 

20 2 - (5 -i/7;-2-^f/l/7x-;[/7;y) Pi? 

TfcSMb^MJtfA (60%fttt) 0.52g^^+if>(c!l@LT±^^#, 
7;i/^>^fflM4 3 7K?#T4 3 - h y 7;i/tn7tf;i/7 

1. 44ml£2j0;L > 60 o C{CT20^F a 1iti$LfCo KJSiI£f8rfc7K£ftl;U ^if;l/X- 
fcSL »«£i$Easfc U ^^ti/-cM{cy * y -;U20ml£ 1 N -*IMb*- h U 
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'H-NMR (DMSO-de ) 8 ppm: 
2.16 (3H, s), 3.92 (2H, s), 6.71 (1H, d, J=1.5Hz), 6. 94 (1H, dd, J=7. 5Hz, 
1. 5Hz), 7. 16 (1H, d, J=7. 5Hz) 

5 

###y 3 7 

2- (5->7;-2-7/btD7x-;l/7;y) BElft 
10 'H-NMR (DMSO-de ) 6 ppm: 

3.94 (2H, d, J=6.3Hz), 6.15-6.30 (1H, m), 7.00-7.13 (2H, m), 7.25 (1H, 
dd, J=11.8Bz, 8.2Hz). 12.69 (1H, br-s) 



2- (2 -?np- 5 -i/TS 7x-;U7 ^ 7) ffl& 
15 'H-NMR (DMSO-de ) 8 ppm: 

3.-99 (2H,d, J=6.0Hz), 6.08 (1H, t, J=6.0Bz), 6.95-7.08 (2H, m), 7. '47 
(1H, d, J=8.0Hz), 12.78 (1H, br-s) 



3 8 

20 3 -y^7;yK>7'^mj|/ 

3 - b U yjl^ruT-^^JlT i jKyV— h l ) )V 950mg£7-t? h >15mlfCjgfc¥ 

25 . ||«if-;l/T?aiiJLfco WaW*fifDft»*»«T?i!fe*Lx ^kitl^* 

AT'SE&gU &&£MES£ 3 - J *)V7 ^ y < y V- V U ^ 550ig£»fc<> 
'H-NMR (CDC 1 3 ) 5 ppm : 
2.85 (3H, s), 3.75-4.27 (IB, br), 6.75-6.82 (2H. m), 6.96 (IB, dt, 
J=7.5Bz, 1.2Bz), 7.19-7.28 (1H. m) 
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##0iJ 3 9 

2- CN- (3->7;7x-;l/) -N-^;l/7W) M 
3 -y =f-)VTl JKyV- Y l )Jl 545mg£v^f-;l/7Jt>**;/ Kl5ml{c^L. 
5 tmti 'J ^ A 570mg&tf7n*-g^x^;l, 828mg£flO;U 75^^14^110^$* 

mm*^f J -MOnlfcfcJBU 2 N-fcmti- h U "*AtK»8E 4. Oml£#Q/U 
2a-C22B#MKJSS*fc. R^S^«j«-«EET»ffiL. gftlc 1 N-*IMfc* h 
10 U ^ UimW&ntt&T 'Jttt U Sixfy^Lfc, 1 N- 

7KBtt»vr*«>^AT?|£*L^ &&£MEg£U 2- CN - (3->7; 
7x-;U) -N-^f;l/7;;) ftg* 385mg£|#fc 0 
'H-NMR (CDC 1 3 ) 8 p pm : 
15 3.09 (3H, s), 4.14 (2H, s), 6.85-6.93 (2H, n), 7.02-7.08 (1H, m), 7.24- 
7.35 C1H, m) 

4 0 

3 -T ^7 — 4 h 'J;U 

20 4 -"<>5>/U3Mr->- 3 - -hn^>'/- h U ;l/l. 57g £x? y -;Uicjg|¥U 

'H-NMR (CDC 1 s ) 5 p pm : 
25 4.03 (2H, br-s), 5.13 (2H, s), 6.85 (1H, d, J=8.3Hz), 6.93 (1H, d, J=2.0 
Hz), 7. 02 (1H, dd, J=8. 3Hz, 2. 0Hz), 7. 31-7. 46 (5H, m) 

&zm 4 1 

2- (3 -S/7V 7*~Jl,Ti 7) ffEBK:^!/ 
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3 -T * J Wih >J M.03g*J«kor&ifc* U * A 2.4g£N, N-i^f- 

- (3->>7;7x^7;;) ftK'<>2;;H.03g»fco 
'H-NMR (CDC l») 6 p p m : 
3.95 (2H, d, J=5.5Hz), 4.46-4.60 (1H, m), 5.23 (2H, s), 6.75-6.85 (2H, 
10 m), 6.98-7.05 (1H, n). 7.20-7.45 (6H, m) 

#%#J 4 2 

15 2- (2 -^>y;i/^>>- 5->7;7a-;I/7; ;) g^sgx^;u 

'H-NMR (CDC 1 , ) 5 p pm": 
1.30 (3H, t, J=7.1Hz), 3.91 (2H, s), 4.26 (2H, q, J=7. 1Hz), 4.97-5.21 
(3H, i), 6.65 (1H, d, J=2. 0Hz), 6.83 (1H, d, J=8. 3Hz), 7.01 (1H, dd, 
J=8.3Hz, 2.0Hz), 7.27-7. 50 (5H, m) 

20 

2- (3-i/7;7x^7;;) BEfgx?-;!/ 

•H-NMR (CDC l s ) 6 p pm : 

1.32 (3H, t, J=7.1Hz), 3.90 (2H. d, J=5.0Hz), 4.27 (2H, q, J=7. 1Hz), 

4.48-4.62 (1H, m), 6.75-6.85 (2H, m). 6.97-7.05 (1H, ■), 7.20-7.30 (1H, 
25 m ) 

##09 4 3 

2- CN- (3->7;7x^) -N- ( 2 - / j-)VT U )V) T I J} ftttx 
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2- (3->7;7x-;l7;;) ft»xfj|/ 500mg£ 2 - 7* y -;H0mliC 
*#?U N-xf;|/<?/fy^ntVl/7i > 0.7ml, 3 nn - 2 l 
- 7 DO0. 48mlSO'J; 9 it^Y 7 :/f-;U7 >e^«7 Al. 36 g£J[];LT, 120°C 

tlfcM^ y 'J^? ^f;W 7 A ^ n 7 h ^7 7 ^ - (&&?&$ : Mx^U-'s* 
'CflfSilU 2- CN- (3 ->7V 7i-iW -N- ( 2 - ^ f-;UT ij ;U 
) 7;;) 250ig£f#fc o 
10 'H-NMR (CDC 1 3 ) 6 p pm : 

1.29 (3H, t, J=7.1Hz), 1.75 (3H, d, J=0. 4Hz), 3.88 (2H, s), 4.03(2H, s), 
4.22 (2H, q, J=7. 1Hz), 4.79-4.86 (1H, m), 4.88-4.94 (1H, m), 6.75-6.85 
(2H, in), 6.95-7.03 (1H, m), 7.20-7.30 (1H, m) 

15 #%0IJ 4 4 

4 3 1 mm<Dj5 mz. =t k> nrfo^m^^, i tz 0 

2- (N- (3 -S/77 7*—Jl) -N- (4 -xf ;K>v^;l/) T S / 3 ffElfc 
x.f-;U 

20 'H-NMR (C DC 1 s ) <5 p pm : 

1.24 (3H, t, J=7.6Hz), 1.28 (3H, t, J=7. 1Hz), 2.64 (2H, q, J=7.6Hz), 
4.08 (2H, s), 4.22 (2H, q, J=7. 1Hz), 4.61 (2H, s), 6.84-6.91 (2H, m), 
7. 01 (1H, dt, J=7. 6Hz, 1. 1Hz), 7. 11-7. 30 (5H, n) 

25 2 - CN- (3 -<yjt)\,**i/Kyy)\,) -N- (3->7/7x-;b) Tl 

•H-NMR (CDC 1 3 ) 6 p pm : 
1.28 (3B, t, J=7. 1Hz), 4.07 (2H, s), 4.22 (2H, q, J=7. 1Hz), 4. 60(2H, s), 
5.04 (2H. s), 6.75-7.48 (13H, m) 
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#%#J4 5 

2- (N- (3-v7V 7x-;l/) -N- (Z-STjI- 2 -7f-;b) 

5 2- (3-i/Ty7x-;U7^y) &&x^;l,0.91g£N. N - f-;M?;l/ 

A7^ K 100ml izmmU ^TTK^b^-h'J^A (60%-tttt) 214mg£flU;U 
7;b3*>^S^Tl5^f s im^L^o frl&m&VHz 1-^0^-3 ^;u- 2 - 
7 , fy0.64ml^o< OSTLx 2B£M#Lfc 0 S^i!i^Wc^i?»^ 

Tft^L^o f#bftfcxxx;Wc^y-;U5ml<blN-7Kltfb^h 

•j^atk^oidi^sd^. m^2mmmwitzo u.fom.&mzmttri'yT* 

2- CN- (3-y77 7x-;W -N- ( 3 -i ?)l>- 2 ^7f--)l) 7iS 
) M0.72g^#7t o 
'H-NMR (DMSO-di ) 6 ppm: 

1.69 (6H, s), 3.95 (2H, d, J=6. 4Hz), 4.10 (2H, s), 5.10-5.23 (IB, m), 
20 6.85-7.05 (3H, m), 7.26-7.37 (IB, a), 12.30-13.00 (1H, br) 

4 6 

25 2 - (N-7U;l/-N- (3 -v/yy 7xx;l/) 7j/j 
'H-NMR (DMSO-d, ) 5 ppm: 
4.00 (2B, d, J=4.7Bz), 4.12 (2B, s), 5.00-5.25 (2B. m), 5.71-5.92 (IB, 
id), 6.80-7.05 (3B. m), 7.18-7.37 (IB, m) 
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#3T0J 4 7 

2- CN- (3->7;7x^) -N- (4-xf;K>-^) 75 7) BEiE 
2- CN- (3-->7;7xzy|/) -N- ( 4 -xf;K> 7 5 7) g£ 
420mg^i^y-;b5ml{C^L> 2 N -*IMfc* h U •> AtK»* 1.3 

«BES*U 2- CN- (3-y77 7x-W -N — ( 4 -xf;K>i?;W 
7 5 7] ft& 350mg^^^ o 
10 'H-NMR (CDC 1 3 ) 5 p pm : 

1.24 (3H, t, J=7.6Hz), 2.65 (2H, q, J=7.6Hz), 4.15 (2B, s), 4.56-4.66 
(2H, m), 6.87-6.93 (2H, m), 7.04 (1H, dt, J=7.6Hz, 1.0Hz), 7.15 (2H, d, 
J=8.3Hz), 7.19 (2H, d, J=8. 3Hz), 7.23-7.32 (1H, m) 

15 ##0&J 4 8 

2- (3-'>7;7xXjl7; 7) fm 
2 - (3-y7;7xx;l/7;7) Mxf-;l/80. 0 g JC7 ? 7 -)l> lOOmli 1 

N-*lMltf* h u ^atKM 500mi^Jnx.. lia-C2H»lfco 

20 » U «ft*if£»v •> «7 A« L fcfft, »«E*«M* U 2 - ( 3 - •> 
7/7 x-;U7 5 7 ) ftg*64. 3 g £i#fc 0 
'H-NMR (CDC 1 , ) 6 ppm : 
3.99 (2H, s). 6.78-6.87 (2H, m), 7.00-7.10 (1H, m), 7.20-7.30 (1H, m) 

25 4 9 

2- (2-^>-7W->-5->7;7xx;l/7;;) ffE% 
'H-NMR (DMSO-di ) 6 ppm: 



WO 99/10316 PCT/JP98/03685 

4 0 



3.92 (2H, s), 5.24 (2H, s), 6.73-6.83 (1H, m), 6.95-7.12 (2H, m). 7.27- 
7.55 (5H, m), 11.50-13.50 (1H, br) 

m^m 5 0 

5 2- CN- (3-v7/7x-;LQ -N- (2-^;l/7lW 7iS) -N- 
(4--fV/p^^7x-;l/) 7-th7i K 

2- CN- (3->7;7x-;l/) -N- ( 2 - J ^)IT D ;U) 7^7) TO 
x^;U 250mg{cy^y-;Hml<!:lN-7K^{b^-h U ? A7k&& 5ml£J[];U M 

£MJE®£Lfco '&Z>tltzBMt 4 -^fV^o^yT-'J > 135mg£Mfc7 =f- 
L/>30ml{^jS?Ls 1 -if^- 3 - ( 3 - i?J =f-)VT I t'Jl) ilfrtfV 

<< I FtMffiM. 213mg^Is](c^fiJLTSn^ > mun- 6^mmwitz 0 Rfom&m 

fco M^flftES^U i#bftfc^il£vy #y;l/#5A?nv by-*^7.f - ( 
fe&mm : Wtm^JU-^V » -eUSSJU 2- CN- (3->77 7x-;l/ 
) -N- (2 -7f-;U7U;U) 7S/") -N- (4-^77 s D|^y7x-;l/) 
7-fe h7^ K 223mg^ltfc 0 
20 l H -NMR (CDC 1 , ) <5 p pm : 

1.30 (6H, d, J=6.1Hz), 1.79 (3H, s), 3.98 (2H, s), 4.05 (2H, s), 4.40- 
4.55 (1H, m), 4.73 (1H, s), 4.99 (1H, s), 6.79-6.88 (2H, m), 6.89-7.00 
(2H, m), 7.05-7.13 (1H, m), 7.27-7.40 (3H, m), 7.90 (1H, br-s) 

25 5 1 

J 5 0 t [HUicD/j&lCck (0 OTCDft£tl££j& I tz 0 

2- CN- (3 -K>^;U^-^->^>v>;i / ) — N— (3-v77 7x_;U) 7^ 



yj -N- (4->fV7'n^->7x^) 7irh7; K 
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'H-NMR (CDC 1 3 ) 6 ppm : 
1.30 (6H, d, J=5.9Hz), 4.07 (2H. s). 4.39-4.55 (1H, m), 4.66 (2H, s), 
5.02 (2H, s), 6.73-7.50 (17H, m), 7.76 (1H, br-s) 

5 ###J5 2 

2- CN- (I - t e r t-7Y*i/JjJl#-jlj jfy'-ji- t-jjurji 
) -N- (3-->7/7x-^) TiS) 

4 - t iyv-)limm 2.5gi-^®>>- t e r t 

m. 46 g &m<tJ f- u yzomnzmm u h y xf-;ur i y 5. ^1*1$^ 
10 5M£jE;£-tf-*:o mMm^m^m.-Ymmx.. M^x^bi-x;!^*. 

;U^X7^ >5.02g»x. W.fcWM:ft&m6.Mg$:&®Kft%\lTllQz.s T)l 
15 »«rtticv?if-;ux— f;U*Jn^!B«|$-lf % ^%£5£L/c<> 6»*«ET« 

3 1 Ol*T«ET»««, 2-7? J -;U30ml£fll];U 

$££2- (3->7/7x-^7;;) l»'<>^ 1.8g, «fc?fc*-hytf 
A2.61gRO'N-i^;l/^'T V7 , ot , ;P7; > 3. Oml^JPx., 60T!T- 5 B$HRJ& 

It Lfc&. > 'J fJtfJl* 7A^D7h^77>f- (&£bi§l& : >>xf-;Ux 

-7-J]s-Mt/*U» TffinU 2- [N- (l-tert-7^v/*M 
-MiyV-Jl-t-jJWI-Jl) -N- (3-S/7/ 7xx;U) 7;y) 6^ 

25 'H-NMR (CDC 1 3 ) 6 ppm : 

1.61 (9H, s), 4.19 (2H, s), 4.52 (2H, s), 5.20 (2H, s), 6.87-6.95 (2B, 
n), 7.02 (1H, dt, J=7.5Hz, 1.1Hz), 7.22-7.43 (7B, n), 8.03 (1H, d, 
J=l. 3Hz) 
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#%0J 5 3 

2- CN- (3 -vTJ 7x^;U) -N- ( 4 ->f $ gVU ;M g^kj 7$y] 

2- CN- (1 - t e r t -Zf Jltf-JU i W-Jl- 4 — ()\,jf- 

5 ;U) -N - (3->>7/7i-;l/) 7^7] §^<>>>;U 300mg^^xf-;U 6 
nUmBl. 2 N-ISK 0.7ml£fl0*^ 60TT-10^S^$-a-^ o £JSyI£^£ 

- CN- (3->7/7x^) -N- (4 -4 ^V'J;Mf-;l/) 7;y) p 
10 mO ; JJl 199mg^t#^ 0 

'H-NMR (CDC 1 3 ) 8 p pm : 
4.22 (2H, s), 4.62 (2H, br-s), 5.24 (2H, br-s), 6.65-7.10 (4H, m), 7.15- 
7. 70 (7H, m), 8. 90-11. 30 (1H, br) 

15 5 4 

2 - CN- (3 -->7V 7x^) -N- (1-y * ^7-;t/- 4 -4 A/ 

2- CN- (3->777x^l/) -N- (4 -4 I t'V'VJMI-Jl) TiJ 

) mm^yjji mm. xoitu-Mzai s.o*^^u^A87mg^N, n-j> 
*7A^n7F^7^- (.mmmm-.mm^ji-^^y) -em^u 2- 

CN- (3-->7;7x-;W -N- (1 -y^M" ^ ^7-;l/- 4 --fWf 
25 ;U) T S J ) mkKyifJlZZmg&mzo 

'H-NMR (CDC 1 s ) S p pm : 
3.60 (3H, s), 4.19 (2H, s), 4.52 (2H, s), 5.19 (2H, s), 6.74 (1H, br-s), 
6.88-6.95 (2H, i), 6.97-7.03 (1H, i), 7.20-7.42 (7H, m) 
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J 5 5 

2- CN- (3-v7V7^-;U) -N - ( 1 -J ±jM i 4 

2- CN- (3-y7/7x^) -N- ( 1 ?Jlj iVv'-Jl- 4 -J 
mg£/- ^y-;Hmlixh5 t Fn77 > 2 ml©g£&$i;:!l?§ U SfitCTTk 

U 2- CN- (3->7;7x-;b) -N- (1 - = ^'/-;l/-4 - 

10 4 hi f-Jl) 7iy) mmeng&fttzo 

'H-NMR (CDC 1 3 ) 6 p pm : 
3.76 (3H, s), 4.31 (2B, s), 4.63 (2H, s), 6.73-7.07 (4H, m), 7. 47(1H, s) 

##0|J 5 6 

15 ##09 5 5 ilSI^O^tCfclJOTO'fb^^fijcL^o 

2 - CN- (1 - t e r t -7 h*S/3ft;H?.=.;U- 5 - > W 5 ?V-Jl- 4 

-n- (3->7/7x^) 7$y] gEjj 

'H-NMR (CDC 1 , ) 6 p pm : 
20 1.64 (9H, s), 2.52 (3H, s), 4.31 (2H, s), 4.55 (2H, s), 6.65 (1H, br-s), 
6.78-6.84 (1H, ■), 7.00-7.07 (1H, m), 7.22-7.33 (1H, m), 8.06 (1H, s) 

2- CN- (1 - t e r t -7 j\,i#=.A/4 j 4 -<(jW-)\, 
) -N- (3-v/7y 7x-;l/) TiS) ffik 
25 'H-NMR (CDC 1 , ) 6 p pm : 

1.65 (9H, s), 4.31 (2H, s), 4.62 (2H, s), 6.75-6.80 (1H, m), 6.83-6.90 

(1H, m), 7.01-7.07 (1H, m), 7.24-7.35 (1H, m), 7.42-7.47 (1H, m), 8.10 
(1H, d, J=l.lHz) 
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#%#|J 5 7 

2- CN- (3->7;7x-;V) -N - ( 1 --fa t'jUJ * VV-)\,- 4 -4 
)W±A/) TiJ) ffik 

2- CN- (3-y7;7x-;l/) -N- (4 -4 $ ^/iJ;Mf;W 7S> 
5 ) 177mg£N, N-^m;l/A7; K lilfcfcjllU ftK* U 

"7 A 134nigfecfcO'J:9^ynh o ;U0.05ml^n^. 30°CT-22^SjS$-ii:fco 

mg&^y-JUmltxh^t Kn77 > lml<Dm&mm\zmffiL MJCT* 

N- (3->7;7x-JW -N- (1 -T'ofM 5 *V-;U- 4 -- OMf- 
15 ;W 7;/) ^S?18mg^ff ^ 0 

'H-NMR (CDC1 3 ) 5 p pm : 
0.95 (3H, t, J=7.4Hz), 1.76-1.93 (2H, m), 3.87-3.99 (2H, ■), 4.21-4.38 
(2H, br), 4.62 (2H, br-s), 6.72-7.03 (4H, m), 7.45-7.55 (1H, m) 

20 5 8 

2- (3-y7;7xx;l/7;;) -N- (4j^fV^o^7x£^ 7-tr h 
7$ K 

2- (3->7y7x-A7;y) ftK2. 20gRO' 4 ->T Vfa t°;U7-'J > 
L88il*^b>f-l/>80iHC»j»U l-xf-;U-3- ( 3 - ^;U7 S J "f 
25 at°;l/) *;M*SM$ K£&£2.88g£ifc[5]|C#tiJLTfa;L> Ml? 2 B#lffla£# 

S&HU 2- (3-v/7/7x-;l/7;;) — N— (4 -fV7 , Dh , ;l/7x- 
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;U) 7-fe h7$ K3.01g£|#fc o 
'H-NMR (CDC 1 3 ) 6 ppm : 
1.22 (6H, d, J=6.9Hz), 2.79-2.94 (1H, m), 3.93 (2H, d, J=5.4Hz), 4.62- 
4.74 (1H, m), 6.82-6.93 (2H, m), 7.05-7.35 (4H, m), 7.42 (2H, d, 
5 J=8. 5Hz), 8. 16 (1H, br-s) 

mm\ 5 9 

5 8 1 mm^mz & <o ot©^^^^^ l tz 0 

10 2- (3-y777x^;l/7;y) -N- [4 - (l-h^^tpywe 

K\) 7^-;U) T*h7i K 

'H-NMR (CDC 1 j ) 6 ppm : 

1.55-1.75 (2H, m), 1.88-2.01 (2H, m), 2.72-2.91 (2H, m), 3.16-3.28 (1H, 

m), 3.94 (2H, d, J=5. 4Hz), 4.07-4.19 (1H, m), 4.62-4.77 (2H, m), 6.85- 
15 6.94 (2H. m), 7.06-7.20 (3H, m), 7.25-7.36 (1H, m), 7.47 (2H, d, 

J=8.5Hz), 8.24 (1H, s) 

2 - (N - ( 1 - t e r t -7 b* ; sJ] Jltf—Jlj j 4 -Jjij j-ji 

) -N— (3->7;7x-;l^) Tiy) — N — (4-^V^o^7x^) 
20 T-tr h7; K 

'H-NMR (CDC U) S ppm: 

1.22 (6H, d, J=6.9Hz), 1.66 (9B, s), 2.80-2.94 (1H, m), 4.20 (2H, s), 
4.61 (2H, s), 6.87-6.97 (2H, m), 7.00-7.07 (1H, m), 7.18 (2H, d, J=8.5 
Hz), 7.22-7.30 (1H, m), 7.42 (1H, d, J=l. 1Hz), 7.58 (2H, d, J=8.5Hz), 
25 8.08 (1H, d, M.lHz), 11.11 (1H, s) 

2- (N- (3->7;7x-;l/) -N- (1 -7°nbVK ; 4 
7^3 - N - (4-^V^De;l/7x^) 7_j? h7 i K 



'H-NMR (CDC 1 s ) <5 ppm: 
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0.94 (3H, t, J=7.4Hz), 1.21 (6H, d, J=6.9Bz), 1.74-1.91 (2H, m), 2.75- 
2.92 (1H, in), 3.91 (2H, t, J=7. lBz), 4.21 (2H, s), 4.62 (2H, s), 6.87- 
7.08 (4H, m), 7.12-7.29 (3H, m), 7.46 (1H, d, J=1.2Bz), 7.60 (2H, d, 
J=8.6Bz), 11.74 (1H, s) 

5 

2- CN- (3 -i/7J 7x-)l/) -N- (1 -^f^wr $ yV-Jl- 4 -4 A 

7S7) -N- (4 -4 77°Ph°;l/7x-;l/) 7-trh7S K 
'H-NMR (CDC 1 a ) S ppm : 
1.21 (6H, d, J=6.9Bz), 2.78-2.91 (1H, m), 3.73 (3H, s), 4.21 (2H, s), 
10 4.61 (2H, s), 6.87-7.06 (4H, m), 7.13-7.35 (3B, m), 7.44 (1H, s), 7.60 
(2H, d, J=8.6Hz), 11.71 (1H, s) 

2- CN- (3->7/7x^) -N- (3-yf;l/-2-7'f-;b) 7^7 

1 -N- [4- (1 - h 'J 7;l/^P7-trf-;Ub°^'J 4 7x-;b] 
15 7± h7i K 

'H-NMR (CDC 1 3 ) <5- ppm : 

I. 45-1.85 (8H, m), 1.90-2.05 (2H, m), 2.73-2.92 (2H, m), 3.16-3.30 (1H, 
m), 3.97 (2H, s), 4.03 (2H, d, J=8.3Hz), 4.08-4.20 (1H, m), 4.62-4.75 
(1H, m), 5.20-5.30 (1H, m), 6.90-7.52 (8H, m), 8.12 (1H, br-s) 

20 

2 - (N- ( 1 - t e r t -7* h^^^^H" * ?V-;I/- 4 — f7U 
) -N- (3->7;7x-;l/) 7^7) -N— (4-^77°n^^v/7 J .-;U 
) 7-fr h7$ K 

'H-NMR (CDC 1 3 ) 5 ppm: 
25 1.31 (6H, d, J=6.1Hz), 1.65 (9H, s), 4.19 (2B. s), 4.44-4.54 (IB, m), 
4.61 (2H, s), 6.81-6.96 (4H. m), 7.01-7.09 (1H, m), 7.22-7.32 (IB, m), 
7.42 (IB, d, J=l.lBz), 7.54 (2B, d, J=9.0Bz), 8.07 (IB, d, J=l. lBz), 

II. 04 (IB, br-s) 
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2 - CN- (1-tert -7 h*vtiJl$-Jl- 5 I 4 
-^M^) -N- (3->77 7x^) 7$y) -N- (4-^V^p^ 
^■>7x^) 7-fc h7; K 
'H-NMR (CDC 1 a ) 6 p pm : 
5 1.31 (6H, d, J=6.1Bz), 1.65 (9H, s), 2.52 (3H, s), 4.19 (2H, s), 4.42- 
4.57 (3H, m), 6.73-6.79 (1H, a). 6.81-6.89 (3B, ■), 6.99-7.06 (1H, n), 
7.20-7.30 (IB, ■). 7.55 (2H, d, J=9.0Bz), 8.03 (1H, s), 11.32 (1H, br-s) 

2- (3-->777x^7;;) -N- (4-^V^n^y7x^) 7-fe 
10 h7S K 

'H-NMR (CDC 1 a ) 6 p pm : 
1.31 (6B, d, J=6.0Bz), 3.93 (2H, d, J=5. 3Hz), 4.42-4.56 (1H, m), 4.58- 
4.69 (1H, m), 6.80-6.95 (4H, m), 7.05-7.15 (1H, m), 7.27-7.43 (3H, m), 
8.05 (1H, br-s) 

15 

2- (N - (-3->7;7x-;l/) -N- (3 - y f-;U- 2-7y--Jl) 7 * y 
) -N- (4-^V7 , a^->7x>;l/) 7-trh7^ K 
'H-NMR (CDC 1 3 ) S p pm : 
1.31 (6B, d, J=6.0Bz), 1.72-1.81 (6H, m), 3.96 (2H, s), 4.03 (2B, d, 
20 J=6.6Bz), 4.43-4.57 (IB, m), 5.19-5.29 (IB, m), 6.84 (2B, d, J=9.0Bz), 
6.92-6.99 (IB, m), 7.00-7.06 (IB, m), 7.08-7.15 (IB, m), 7.30-7.40 (3B, 
■), 8.03 (IB, br-s) 

2- [N-7'J;l/-N- (3-->7/7x^;l/) 7iJ) -N- (4-fV7°o 
25 ^->7x^) 7-t? h7^ K 

'H-NMR (CDC 1 , ) <5 ppm : 

1.31 (6B, d, J=6. lBz). 4.02 (2B, s), 4.09 (2B, d, J=5.1Bz), 4.43-4.55 
(IB, m), 5.17-5.37 (2B, m), 5.80-5.96 (IB, m), 6.76-7.43 (8B, m), 7.96 
(IB, br-s) 
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2- CN- (3-->7;7x^l/) -N-J?)l7i J) -N- (4-^V/p 
b°;U7^;l/) 7-tr h7^ K 
'H-NMR (CDC 1 s ) 5 ppm : 
5 1.22 (6B, d, J=6.9Hz), 2.82-2.94 (1H, m), 3.14 (3H, s), 4.00 (2H, s), 
6.95-7.01 (1H, m), 7.02-7.07 (1H, m). 7.12-7.22 (3H, m), 7.32-7.45 (3H, 
m), 8.01 (1H, br-s) 

2- CN- (3 - v77 7x-il) -N-^f-;U7^y) -N- (4-^7^0 
10 ^y7x-il/) 7-fe h7^ K 

'H-NMR (CDC 1 s ) <5 ppm : 
1.31 (6H, d, J=6. 1Hz), 3.13 (3H, s), 3.99 (2H, s), 4.43-4.56 (1H, m), 
6.84 (2H, d, J=9.0Hz), 6.95-7.01 (1H, m). 7.02-7.06 (1H, m), 7.12-7.17 
(1H, m), 7. 32-7. 40 (3H, m), 7. 93 (1H, br-s) 

15 

2- CN- (3-->7/7x-;l/) — N- (4 -x.j-JlKyjtfr) 7^7) -N 
- (4 -4 ±=Jl) 7-tb7i K 

'H-NMR (CDC 1 3 ) 6 ppm : 

1.23 (3H, t, J=7.6Hz). 1.30 (6H, d, J=6.0Hz), 2.65 (2H, q, J=7.6Hz), 
20 4.10 (2H, s), 4.42-4.53 (1H, m), 4.67 (2H, s), 6.81 (2H, d, J=9.0Hz), 
7.02 (1H, dd, J=8.6Hz, 2.8Hz), 7.06-7.27 (8H, m), 7.30-7.40 (1H, m), 
7. 75 (1H, s) 

N- [4 - (1 - t e r t -7 bf-i/tUltf-JlfKy 4 z ±A£±jS) 
25 7*l=M - 2- ( 2 - t e r t - ^f f;k> 'J M^->^ 5 - ■> 
7;7x-;l/7;;) 7-frh7^ K 
'H-NMR (CDC 1 s ) 6 ppm: 
0.11 (6H, s), 0.90 (9H, s), 1.46 (9H, s), 1.65-1.79 (2B, m), 1.83-1.96 
(2H, m), 3.26-3.39 (2H, m), 3.62-3.77 (2H, m), 3.95 (2H, d, J=5.6Hz), 
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4.37-4.47 (1H, m), 4.80 (2H, s), 5.93 (1H, t, J=5. 6Hz), 6.78-6.83 (1H, 

n). 6.87 (2H, d, J=9.0Hz), 7.05-7.12 (1H, m), 7.16 (1H, d, J=7.6Hz), 

7.38 (2H, d, J=9.0Hz), 8.06 (1H, s) 

5 2- (2 -OVA,***/- 5 z2I2 7*-~^7i 7) -N- [4- (1-t 
e r t -7>*»>a;l/#.=.;l/bXU 4 z ±nrt±j/) 7 x.=-M Jjfe h7 
11 

'H-NMR (CDC 1, ) 6 ppm : 

1.46 (9H, s), 1.65-1.79 (2H, a), 1.83-1.96 (2H, m), 3.26-3.38 (2H, m), 
10 3.62-3.75 (2H, m), 3.91 (2H, d, J=5.7Hz), 4.36-4.46 (1H, m), 5.10-5.20 

(3H, ■), 6.76 (1H, d, J=1.9Hz), 6.83-6.97 (3H, ■), 7. 12C1H, dd. J=8.3Hz, 
1.9Hz), 7.35-7.50 (7H, m), 8.18 (1H, br-s) 

N- C 4 — (1 - t e r t -7 h^>a;l/*'^;Ub°<'J 4 -<Ol**-x/) 

15 - 2- (5-->yy-2-^f-;U7x^;U7^y) 7-tb7l K 

'H-NMR (CDC 1 a ) <5 ppm: 

1.47 (9H, s), 1.65-1.80 (2H, m), 1.83-1.98 (2H, ■), 2.31 (3H. s), 3.26- 

3.39 (2H. m), 3.61-3.75 (2H, m), 3.97 (2H, d, J=5.2Hz), 4.36-4.49 (1H, 
a), 4.56 (1H, t, J=5.2Hz), 6.75 (1H, d, J=1.3Hz), 6.88 (2H, d, J=9.0Hz), 

20 7. 06 (1H, dd, J=7. 6Hz, 1. 3Hz), 7. 19 (1H, d, J=7. 6Hz), 7. 41 (2H, d, 
J=9.0Hz), 7.99 (1H, s) 

N- (4- (1 - t e r t -7 h^a;U»~;l/b'X'J 4 -4)1**1/) 
7x-;b) -2- (2-»dd-5-'>7/7x^7^) 74zb7i K 
25 'H-NMR (CDC 1 3 ) <5 ppm : 

1.47 (9H, s), 1.67-1.80 (2H, m), 1.84-1.97 (2H, a), 3.27-3.39 (2H, ■), 
3.63-3.76 (2H, m), 4.00 (2H, d, J=5.3Hz), 4.38-4.48 (1H, m), 5.30 (1H, 
t, J=5.3Hz), 6.81-6.95 (3H, m), 7.06 (IB, dd, J=8. 1Hz, 1.8Hz), 7.37-7.46 
(3H, m), 7.89 (1H, br-s) 
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2- (5-->7;-2-7^n7x-;b7;;) -N- ( 4 ->T V/nafrfr »> 
7^-;U) 7-tr h7 5 K 
'H-NMR (CDC 1 3 ) (5 ppm : 
5 1.32 (6H, d, J=6.1Hz), 3.97 (2B, d, J=5.5Hz), 4.45-4.55 (1H, m). 4.85- 
4.95 (1H, m), 6.82-6.95 (3H, m), 7.08-7.19 (2H, m), 7.40 (2H, d, 
J=9.0Hz), 7.93 (1H. br-s) 

N- [4 - (1 - t e r t -~f h*->;fr ;Uh°^'J 4 — (JM^H/) 

10 - 2- (3-'>7;7x-;l/7;y) 7-feh7$ K 

'H-NMR (DMSO-d, ) <5 ppm: 
1.25-1.60 (IIP, m), 1.78-1.95 (2H. m), 3.05-3.25 (2H, m), 3.55-3.75 (2H, 
m), 3.89 (2H, d, J=6. 2Hz), 4.37-4.55 (1H, m), 6.43-6.57 (1H, m), 6.82- 
7.02 (5H, i), 7.20-7.35 (1H, n), 7.48 (2H, d, J=8.8Hz), 9.87 (1H, s) 

15 

###J 6 0 

5 2 tmn<Djjmz±iQwrF<D{t&®*&f&Ltio 

2 - CN- ( 1 - t e r t -7 5 -Jf-jM j 4 

20 zdJkl±M -N- (3-->7y7x-;b) tiji ^m<y'J)\y 

'H-NMR (CDC 1 , ) S ppm: 

1.61 (9H, s), 2.35 (3H, s), 4.14 (2H, s), 4.43 (2H, s), 5.17 (2H, s), 
6.98-7.06 (3H, 1), 7.22-7.42 (6H, m), 7.98 (1H, s) 

25 2 - CN- (1 - t e r t -~7 Y^-vi] jlrjix-jl - 5 -7 7-;U-< ^ ?V-Jl- 4 
->Ok/^;lO -N- (3->7;7x-;l/) 7^7) -N- C4- (1-HJ 



'H-NMR (CDC 1 3 ) <5 ppm: 

1.59-1.77 (11H, m), 1.89-2.00 (2H, m), 2.52 (3H, s), 2.71-2.91 (2H, m), 
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3.18-3.29 (1H, m), 4.08-4.18 (1H, m), 4.20 (2H, s), 4.53 (2H, s), 4.64- 
4.74 (1H, m), 6.71-6.80 (IB, ■), 6.81-6.87 (1H, a), 6.98-7.06 (1H, m), 
7.15 (2H, d, J=8.6Hz), 7.20-7.30 (1H, m), 7.62 (2H, d, J=8.6Hz), 8.04 
(1H, s), 11. 48 (1H, s) 

5 

2 - CN- (1 - t e r t -7 h 3- ♦> ft 5 f-;WT 5 PV-Jl- 4 
->f^^) -N- (3->7;7x^;l/) 7^7) -N- (4-^V/ab° 
;U7x-;U) 7-t? K7S K 
'H-NMR (CDC 1 s ) <5 p pm : 
10 1.22 (6H, d, J=6.9Hz), 1.65 (9H, s), 2.52 (3H, s), 2.80-2.93 (1H, m), 

4.19 (2H, s), 4.53 (2H, s), 6.74-6.80 (1H, m), 6.82-6.89 (1H, m), 6.98- 
7.05 (1H, m), 7.17 (2H, d, J=8.5Hz), 7.21-7.29 (1H, m),7.57 (2H, d, J= 
. 8.5Hz), 8.04 (1H, s), 11.31 (1H, br-s) 

is 6 1 

2- (3-y7;7x-^7;y) - N - (4- ( 1 - h 'J 7 Jl*u7*l-)l£ 

N - C 4 - (1 - t e r t -7 h*S/#;U**.=.;l/fc < X»J 4 — T^+v 
) 7x-;U] - 2- (3->7;7x^7;;) 7-fe h7 5 K 330ng£x*/ 
20 -;l/30nl £&{fc* f - U >20tlOfi^fgi«|cj§j» U *#T> &4b7k*#X*#A 

#&tlfcM*eu 5»4ilfc*j»U tK^T h U 7;U*aftBMi*«|0. 12ml* 
ITLfcfc lfi"eioaiS«#L;fco RBfi£tt*«ET»BU #&*ifcgHi 

25 flfJttU 2- (3-v/7;7x-;l/7U) -N- (4- (l-h'J7^o7 
•b^UhXU 5>>-4— OUjMtSO 7x-;H 7-t?h7 5 K 290mg£*#fc o 
'H-NMR (CDC 1 s ) 6 ppm : 
1.88-2.01 (4H, m), 3.60-3.82 (3H, m), 3.86-3.95 (1H, m), 4.43 (2H, s), 
4.57-4.63 (1H, m), 6.90 (2H, d, J=8.9Hz), 7.38-7.48 (3H, m), 7.54-7.64 
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(1H, n), 7.71-7.83 (3B, m) 

m^m 6 2 

2- CN- (3->7/7x^) -N- (Z-*.h*i/1]M-j\,/1-j\,** 
5 7^7) -N- (4 - (l-h'j7;l/tn7-bf^^'Ji?>-4 

7x^) 7t h7^ K 
2- (3-i/7;7x^7;;) — N— (4- ( 1 - b "J 7Jl/tn7-irf;l/ 
bXiJ 4 --OP) 7xi;H 7-t?b7S K6.14g, 2- (3-7o^f- 
;l/7x-mv/) 5.5gS.O t «t9'fk^- h 'J ^A2.57g^rx^y-;l/ 

10 lOOnllCiSBU N-if*^V7 , o fcT-rt/TS >3. 73ml£2in>U 16B#|lfflM*I 

t KP77>-^kyf-U>-^+-9-» TfilSSiU 2- CN- (3->7;7 
15 x— ;U) -N- (3 -^YZ-i/iifrtf—jVtl-jljrif-i/Kyy)],) TKJ} -N 

^ [4 -- (1 - b 'J7;^D7-fe^;ut°^'J 4 7x'i;W 7-t? b 

7$ K4.69g£#fc 0 
'H-NMR (CDC 1 j ) 5 p pm : 

1.28 (3H, t, J=7.1Hz), 1.60-1.73 (2H, m), 1.89-2.01 (2H, m), 2.72-2.91 
20 (2H, m), 3.17-3.28 (1H, ■), 4.05-4.19 (3H, m), 4.24 (2H, q, J=7. 1Hz), 

4.59 (2H, s), 4.63-4.74 (3H, i), 6.77-6.90 (3H, m), 6.97-7.06 (2B, n), 

7. 10-7. 19 (3H, m), 7. 23-7. 42 (4H. m). 7. 83 (1H, br-s) 

#%fl|6 3 

25 #3fJ6 2 tmmolj&lz&KlVXFOit&tyZ&J&ltZo 

2- CN- (3-^>^^i/^>^) -N- (3->7;7x-;l/) 7$ 
/) -N- (4 -^fy^'ab°;l/7jL-;U) 7-frb7^ K 



'H-NMR (CDC 1 s ) 5 ppm : 
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1.21 (6H. d, J=6.9Hz), 2.78-2.92 (1H, i), 4.08 (2H, s), 4.67 (2H, s), 
5.02 (2H, s), 6.78-6.85 (2H, m), 6.89-7.18 (6H, m), 7.23-7.40 (9H, m), 
7.82 (1H, br-s) 

5 2- CN- (3-^doK>^) -N- (3->7/7xx;l/) TiJ) -N 
- (4-^yypl:°il/7x^) 7^h7i K 
'H-NMR (DMSO-d 6 ) <5 ppm: 
1.17 (6H, d, J=6.9Hz), 2.76-2.90 (1H, m), 4.34 (2H, s), 4.73 (2H, s), 
6.92 (1H, dd, J=8.6Hz, 2.4Hz), 6.98-7.08 (2H, ■), 7.18 (2H, d, J=8.5Hz), 

10 7.24-7.43 (5H, m), 7.49 (2H, d, J=8. 5Hz), 10.02 (1H, s) 

2- CN- (4 -OVA,**^- 2 -ZT7--)1) -N- (3->7/7x^l/ 
) TIJ^ -N- (4-^77°Dk°^7x-;l/) T*YTl K 
'H-NMR (CDC 1 3 ) <5 ppm: 
15 1.15-1.25 (6H, ■), 2.80-2.94 (1H, m), 3.92-4.19 (6H, m), 4.48-4.60 (2H, 
m), 5,60-6. 00 (2H, m), 6.92-7.42 (13H, m), 8.02 (1H, br-s) 

2- CN- (3-->77 7x^) -N-v/^a7'nt:;Mf;l/7;;] -N- 

C4- (1 - MJ 2Jk*^I*±M^i 4 -4Jl) 7x-;l) 7-bhT 

20 -L± 

'H-NMR (DMSO — d» ) 6 ppm: 

0.20-0.35 (2H, m), 0.40-0.55 (2H, m), 0.99-1.12 (1H, m), 1.49-1.66 (2H, 
m), 1.80-1.95 (2H, m), 2.75-3.02 (2H, m), 3.88-4.01 (1H, m), 4.25 (2H, 
s), 4.35-4.47 (1H, m), 6.92-7.10 (3H, m), 7.19 (2H. d, J=8. 6Hz), 7.26- 
25 7. 38 (1H, m), 7. 50 (2H, d, J=8. 6Hz), 9. 93 (1H, s) 

2- CN- (3->7;7x-;b) -N- (3-/- H-is/f-Jlj-f-i/KyitJls 
) 75 7) - N - C4 - (1 - h I) 7;l/tn7tf;l/bX'J i?y- 4 -4 )V) 7 
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'H-NMR (CDC 1 s ) 6 ppm : 
1.58-1.75 (2H, m), 1.88-1.98 (2H, m), 2.72-2.90 (2H, a), 3.16-3.28 (1H, 
m), 3.44 (3H, s), 4.06-4.18 (3H, a), 4.62-4.73 (3H, m), 5.14 (2H, s), 
6.82-6.94 (2H, m), 6.96-7.18 (6H, a), 7.25-7.40 (4H, a), 7.87 (1H, br-s) 

5 

2- CN- (4 -^<>y;M-4-->- 2 -7x-;U) -N — ( 3 - i/T J 7 x_;U 
) 7^73 -N- (4- (l - h U 7;M-p7-fr^k°^U *jy- 4 ;u) 7 

7-t? h7^ K 
'H-NMR (CDC 1 3 ) 5 ppm: 
10 1.60-1.75 (2H, a). 1.88-2.00 (2H, ■), 2.72-2.90 (2H, m), 3.14-3.30 (1H, 
m), 3.98 (2H, s), 4.08-4.20 (5H, a), 4.56 (2H, s), 4.63-4.75 (1H, a), 
5.60-5.70 (1H, m), 5.88-5.99 (1H, a), 6.91-7.47 (13H, m), 8. 08C1H. br-s) 

2- CN- (3-^DD^>y;b) -N- (3->7;7x^;l/) 7^7) — N 
15 - C4- (1 - h U 7;kfrp7-fe^;l/b°^'J Vy- 4 7i^) 7-t? h 
71_K 

'H-NMR (DMSO-d 9 ) 6 ppm: 

1.50-1.70 (2H, a), 1.80-2.00 (2H, a), 2.85-3.05 (2H, a), 3.90-4.00 (1H, 
a), 4.25-4.50 (3H, a), 4.73 (2H, s), 6.86-7.10 (3H, a), 7.15-7.60 (9H, 
20 m). 10.04 (1H, s) 

2- CN- {2-yu^eKy^jl) -N - ( 3 - vT J 7 7^7) -N 

- (4 V7°ne;l/7x^;U) 7H?h7S K 
'H-NMR (DMSO-cU ) <5 ppm: 
25 1.17 (6H, d, J=6.9Hz), 2.76-2.90 (1H, a), 4.35 (2H, s), 4.70 (2H, s), 

6.84 (1H, dd, J=8.7Bz, 2. 5Hz), 6.94-6.99 (1H, a), 7.05 (1H, d, J=7.5Hz), 

7.13-7.40 (6H, a), 7.50 (2H, d, J=8.5Hz), 7.68 (1H, d, J=7.9Hz), 10.01 
(1H, s) 
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2- [N-^Qy/b-N- (3->77 7x^) 7iJ) — N— C4- (1- 
t e r t - T'h^y^M-^hX'J - 4 --f;^^-» 7^^b) 7-fr h 
7i K 

'H-NMR (CDC 1 3 ) <5 ppm: 
5 1.46 (9H, s). 1.66-1.78 (2H, m), 1.84-1.95 (2H, m), 3.27-3.36 (2H, ■), 
3.62-3.73 (2H, m), 4.11 (2H, s), 4.36-4.46 (1H, m), 4.72 (2H, s), 6.85 
(2H, d, J=9.0Hz), 6.99-7.16 (3H, m), 7.19-7.43 (8H, m), 7.80 (1H, s) 

2- (N-K>>=;U-N- (3-->7;7x-;l/) 7ZS) -N- (4-^77 
10 o^yy 7* Y7 1 K 

'H-NMR (CDC 1 3 ) 6 ppm: 
1.30 (6H, d, J=6. 1Hz), 4.11 (2H, s), 4.45-4.53 (1H, m), 4.71 (2H, s), 
6.82 (2H, d, J=9.0Hz), 7.00-7.15 (3H, m), 7.19-7.42 (8H, m), 7.77 (lfl, 
br-s) 

15 

■2- CN- (3-->7/7x^l/) -N- (3 -y yJci/tUl^JKyVk) 
TU) -N- (4->f/7'n^y7x^) T^YTl K 
'H-NMR (CDC 1 3 ) S ppm: 
1.30 (6H, d, J=6.1Hz), 3.90 (3H, s), 4.12 (2H, s), 4.41-4.55 (1H, m), 
20 4.75 (2H, s), 6.82 (2H, d, J=9. 0Hz), 6.97-7.07 (2H, m), 7.13 (1H. d, 

J=7.6Hz), 7.27-7.49 (5H, m), 7.77 (1H, br-s), 7.92 (1H, s), 7.99 (1H, d, 
J=7. 5Hz) 

2- (N- (4-?pp<>>^) -N- (3-'>7/7x-Jl/) 7 i J) -N 
25 - (4->fV7°Db';[/7x-;l/) 7-bh7$ K 
'H-NMR (DMSO-de ) 6 ppm: 
1.17 (6H, d, J=6.9Hz), 2.75-2.90 (1H, m), 4.31 (2H, s), 4.71 (2B, s), 
6.92 (1H, dd, J=8.4Hz, 2.6Hz), 6.98-7.07 (2H, m), 7.17 (2H, d, J=8.6Hz), 
7. 25-7. 45 (5H. m), 7. 49 (2H, d, J=8. 6Hz), 10. 00 (1H, s) 
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2- CN- (2 -?pdOv?;1/) -N- ( 3 - »>7/ 7 x~;U) 7$/) -N 
- (4->ry7°Pb 8 ;l/7x^;U) 7-t?h7 5 K 
'H-NMR (DMSO-de ) d ppm: 
5 1. 17 (6H, d, J=6. 9Hz), 2. 75-2. 90 (1H, m), 4. 34 (2H, s), 4. 75 (2H, s), 
6. 82-6. 90 (1H, m), 6. 95-7. 01 (1H, m), 7. 02-7. 10 (1H, ■), 7. 18 (2H, d, 
J=8.7Hz), 7.22-7.38 (4H, m), 7.45-7.57 (3H, m), 10.02 (1H, s) 

2- CN- (3-->7;7x^l/) -N- (3, 4--^poO^) 75/ 
3 -N- (4->fV^p^7x^) 7-trh7 5 K 
'H-NMR (DMSO-de ) 5 ppm: 

1.17 (6H, d, J=6.9Hz), 2.75-2.90 (1H, m), 4.34 (2H, s), 4.73 (2H, s), 
6.87-6.95 (1H, m), 6.98-7.08 (2H, m), 7.18 (2H, d, J=8.6Hz), 7.28-7.38 
(2H, o). 7.49 (2H, d, J=8. 6Hz), 7.58-7.66 (2H, m), 10.03 (1H, s) 

2- CN- (3->7;7x^;l/) -N-->^a7°n h°;Uy-f-;U7 5 /] -N- 
(4->fV7°ob°^7x-^) T-tebTi K 
'H-NMR (DMSO-de ) S ppm: 
0.25-0.35 (2H, m), 0.43-0.55 (2H, m), 0.95-1.30 (7H, m), 2. 75-2.90 (1H, 
20 m), 4.26 (2fl, s), 6.92-7.13 (3H, m), 7.17 (2H, d, J=8.5Hz), 7.30-7.40 
(1H, m), 7.49 (2H, d, J=8.5Hz), 9.93 (1H, s) 

2- CN- (3-y7;7x-;^) - N- (3 -/ 9 >X)l*-JKy i?Jl) 7 
i/l -N- (4-^V7'd^7x^) K 
25 'H-NMR (DMSO-de ) 6 ppm: 

1.17 (6H, d, J=6.9Hz), 2.75-2.90 (1H, m), 3.19 (3H, s), 4.35 (2H, s), 
4.84 (2H, s). 6.90-7.00 (1H, m), 7.01-7.10 (2H, m), 7.17 (2H, d, 
J=8.6Hz), 7.28-7.38 (1H. m), 7.49 (2H, d, J=8.6Hz), 7.58-7.72 (2H, m), 
7.82 (1H, d, J=7.4Hz), 7.88 (1H, s), 10.04 (1H, s) 



10 



15 
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2- (N- (3->7;7x^) -N - (3-X;b7 7 ^;K>^) 7$ 
7) -N- (4 -^77pb°;l/7x-;l/) 7-1? h7 5 K 
'H-NMR (DMSO-de ) 6 ppm: 
5 1.17 (6H, d, J=6.9Hz), 2.75-2.90 (1H, in), 4.34 (2H, s), 4.81 (2H, s), 
6.90-6.98 (1H, m), 7.00-7.10 (2H, o), 7.18 (2H, d, J=8.6Hz), 7.28-7.40 
(3H, m), 7.45-7.60 (4H, m), 7.67-7.79 (2H, m), 10.03 (1H, s) 

2- iN-Ky'Jjl-N- (3->7;7x-^) 7U) - N - (4- (1- 
10 h U 7^o7t^;l/t:XiJ > - 4 -^f;l/) 7x-;U) 7tb7i K 
'H-NMR (DMSO-de ) 6 ppm: 
1.50-1.67 (2H, m), 1.80-1.95 (2H, m), 2.85-3.05 (2H, m), 3.26-3.42 (1H, 
m), 3.88-4.00 (1H, m), 4.31 (2H, s), 4.37-4.50 (1H, m), 4.72 (2H, s), 
6.90-7.05 (3H, m), 7.15-7.40 (8H, m), 7.51 (2H, d, J=8.4Hz), 10.02 (1H, 
15 s) 

6 4 

2- CN- (3-y7;7x-^) -N- ( 4 - §_gVU 7 5 7) 

-N— (4-f77'ob^7x-^) 7-frh7$ K 
20 2 - CN- (1- t e r t-yh + y^M'-M i^/-^-4-Wf 

;U) -N- (3 -i/TJ 7x-;U) 7 5/3 -N— ( 4 ->f 77°D t°/U7 x-;U 
) 7-t?h7 5 K 254mg<&y ^y-;U5ml(C^L^ 2N-&^ 0. 6ml£flD;U ^ 
ST' 4. 5B^aS2-fc!-*:o RJt^m^^lM^ £ £ JCfi&fQ^TRfg:*- h U 7 

25 U ^TKrav^^^A-e^;^ &&£ME@£U 2- CN- (3-i/7 
/7x-;W -N- (4 ->T 5 ^yj;l//^;u) 7 5 7] -N- (4-^y7°a 
h°;l/7x-;b) 7-feh7 5 K 188mg&iifc<> 
»H-NMR (CDC 1 s ) 6 ppm: 
1.22 (6H, d, J=6.9 Hz), 2.80-2.93 (1H, m), 4.23 (2H, s), 4.67 (2H, s), 
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6.88-6.95 (2H, ■), 6.99 (1H, d, J=7.3Hz), 7.10 (1H, s), 7.17 (2H, d, 

J=8.5Hz), 7.20-7.31 (1H, m), 7.61 (2H, d, J=8.5Hz), 7.67 (1H, s), 9.17- 
9.29 (1H, ■), 11.60 (1H, br-s) 

5 mm 6 5 

2- CN - (1 - t e r t -7 h^i/»;l/^;Mf-M ^ 4 -^f;U 

-N- (3->7;7x^b) 7^7) - N - (4-^y^nb°^7x 
£JU) 7-tr h7 ^ K 
2- CN- (3->7/7x-;W -N- (4 ->f ^/■J;Mf^U) 7iJ 
10 0 -N- (4-'fV7'at , ;b7x-;W 7-fe b7 5 K80mg, 7n«tert 

15 - P$if^-^*1J->) -ffflHSU 2 - CN- (1-tert- 

7Y*i/iJA/tf-fr/ iVV-Jl- 4 -^JW-f-Jl) -N - (3-*>7V 
7x-W 7=7] -N- (4-^y7nt'^7x-;l/) 7-t?b7^ K90mg£® 

'H-NMR (DMSO-do ) <5 ppm: 
20 1.21 (6H, d, J=6.9Bz), 1.49 (9H, s), 2.80-2.91 (1H, m), 4.21 (2H, s), 
4.60 (2H, s), 4.63 (2H, s), 6.87-7.03 (4H, ■), 7.15 (2H, d, J=8. 5Bz), 
7.20-7.30 (IB. m), 7.50 (IB. d. J=1.2Bz), 7.59 (2H. d, J=8. 5Hz), 11.61 
(IB, br-s) 

25 mm 6 6 

mm 6 5 £0*©#ffiC J: $OT0ft£«*£JjfcLfc o 

2- CN- (3 -i/TJ 7x-;U) -N- [1- (4 -/• ±JlK>£jl) 4 i ? 
*/-fr-4-4JW-M 7^7) -N- (4-^77 a al: , ;l/7x-;i/) 7-te h 
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7$ K 

'H-NMR (CDC 1 3 ) 8 ppm : 

1.21 (6H, d, J=6.9Hz), 2.36 (3H, s), 2.77-2.93 (1H, m), 4.20 (2H, s), 
4.60 (2H, s), 5.08 (2B, s), 6.85-6.94 (3H, m), 6.99 (1H, d, J=7.6Hz), 
5 7.06 (2H, d, J=8. 1Hz), 7.11-7.30 (5H, ■), 7.53 (1H, s), 7.60 (2H, d, 
J=8.5Hz), 11.72 (1H, s) 

2- CN- (3-->7;7x^) -N- [1- (4-bKo^-/<>^l/) 4 
ifV-jl- 4 fvu] y$y] -N- ( 4 ->fy7*pfcr;i/7x -=■;!/) 7 
10 Hz h7 5 K 

'H-NMR (CDC 1 3 ) S ppm: 
1.21 (6H, d, J=6.9Hz), 2.80-2.90 (1H, ■), 4.20 (2H, s), 4.59 (2H, s), 
5.05 (2H, s), 5.22 (1H, br-s), 6.81-7.02 (6H, m), 7.06 (2H, d, J=8. 6Hz), 

7.16 (2H, d, J=8.6Hz), 7.19-7.30 (1H, ■). 7.52 (IB, s), 7.60 (2H, d, 
15 J=8.6Hz), 11.71 (1H. s) 

MS (FAB, m/z) : 4 8 0 (M + H) 

#%#J 6 7 

2- CN- (3-->7y 7x^;U) -N- (3-bKo^->^>^) 7 S >Q 
20 -N- (4-^V7P^7x^l/) 7-brb7$ K 

2- CN- (3 -KVi^M-^i/'OvW -N- ( 3 - *>7/ 7x-;U) 7 
-N- (4 ->T V7°n t°;U7x-;U) 7-feh7^ K 450mg£i:? J -JU 5 
mlicigjg U 10%/n°7 v?«7 Aft«50nig*Jn^LTM»wT7K*l?H«TSE-e 2 B# 
fiB«#Lfco *M5£3£U 6«*«EETWtrU 2- (N- (3-V/7/7 
25 x-;U) -N- (3-t Fa*i/<>i?)l) 75/) — N- (4-^77°at°;U 
7 x 7-t? h 7 5 K 300mg£*#fc o 
'H-NMR (CDC l») 3 ppm : 

1.17 (6H, d, J=6.9Hz), 2.76-2.90 (1H, m), 4.28 (2H, s), 4.63 (2H, s), 
6.59-6.76 (3H, n), 6.90-7.55 (9H, m), 9.38 (1H, s), 9.99 (1H, s) 
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2- (N- (3-'>7>/7x^) -N- (3 -J Jltf-juj fvU** 

vOy^l/) 7^7) -N- (4 V^obV^x-;!/) 7-t?h7^ K 
5 2- (N- (3 -yjy 7i-W -N- (3-kKnm>^) 75; 

] -N- (4--fvyat°;U7x-;U) 7H?h7^ K 300mgfcct U >7 A 

104mg£7-fe h >J M5mUCj)n*.> $ t>[^n^i;m 08ml^r^TL> 
60°CT4B#p^^L/co ^ffi^fc^lte^lfctttU St#x^;u-?Jfctb 

10 «7^y7^«Lfco $K£ttEV£U %htii-Jikm:v 'J 

CN- (3->7;7i^) -N- (3 h^->^;U^-;Uy f-;U^^-X 
>5W 7$/) -N- (4-^77*0^1/7x^1/) 74rh7 5 K 312mg£f# 

15 'H-NMR (CDC It) 6 ppm : 

1.21 (6H, d, J=6.9Hz), 2: 80-2. 95 (1H, m), 3.78 (3H, s), .4. 11 (2H, s), 
4.61 (2H, s), 4.68 (2H, s), 6.75-7.46 (12H, m), 7.83 (1H, br-s) 

#%^6 9 

20 2 - CN- (3->7/7x-;b) -N- (3- (2 -b Kat->xfm-> 
) Ky'JAA T±J) -N- (4- (4-hX'J^;l/) 7x-;U] 7-frh75 
J£ 

2- CN- (3->7;7xx;W -N- (3-xh + «>*A/#i;WfA/* 
*->^>s?;W 7 5/] -N- C4- (i-hU7;u^-p7-fe7 c ;i/h 0 ^'ji>>- 
25 4 -> OU) 7x;jW 7H?h7S K l.Og, 7K*ibS9*^-hU7A 287rag£:tf 
MkU^7A 320mg*f-h5fc Kn7 7>15mliCJBaLx x*y-;H5ml£flD>L 
fcfc^ 7;U=f>£H»TMfiT20l$|IBEfc§-frfc. KJ&g£«5l;:*£fln;U PS 
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- CN- (3->>7/7xi;W -N- (3 - ( 2 - 1 Kn + i/xfw*'» 
O^lO 7^7) -N- C4- 7x-;l/) 7H?h7^K 

5 'H-NMR (DMSO-d, ) 5 ppm: 

1.38-1.42 (2H, m), 1.59-1.69 (2H, m). 2.94-3.04 (2H, ■), 3.63-3.73 (2H, 
m). 3.94 (2H, t, J=5. 0Hz), 4.31 (2H, s), 4.68 (2H, s), 4.82 (IB, t, 
J=5. 5Hz), 6. 78-7. 05 (6H, ■), 7. 15 (2H, d, J=8. 5Hz), 7. 21-7. 35 (2H, m), 
7.49 (2H, d, J=8.5Hz), 9.98 (1H, s) 

10 

#%F»J 7 0 

mm 6 9 tm<DimK**)Jsn : <D<t&m&&&Lfco 

2- CN- (3-y7;7x^) -N- C3 - (2-h Ko^'>xf;l/tt-> 
15 ) <>i?Jl) 71 J) -N- (4--fV7'n^7x^l/) 7*tTi K 
'H-NMR (CDC 1, ) <5 ppm:- 
1.21 (6H, d, J=6.9Hz), 1.90-2.05 (1H, br), 2.80-2.95 (1H, m), 3.88-4.00 
(2H, br), 4.01-4.08 (2H, m), 4.12 (2H, s), 4.68 (2H, s), 6.75-6.90 (3H, 
n). 6.97-7.20 (5H, m), 7.25-7.38 (4H, m), 7.83 (1H, br-s) 

20 

mmi i 

2- CN- (4 — N- (3->7;7xx;|/) 7^7 

3 -N- C4- (1- HJ 7 ;l/*n 7 -fef-Zl/fcXU •;?:/- 4 ->OU) 7xx;H 
7t h7* K 

25 2 - CN- (4-^>vJM+->-2-7*fx;l/) -N- (3-y777xX 
^)7^y] -N- C4- (1 - h U 7Mo7tf;l/bXiJ ?y- 4 
7*.=.A0 7-t?h7^ K 350ng*i^y-;l/20BlH»l?L^ 10fc><5 S>tfi»8SR 
5mg^»D^T^S(CT7K^fflmTSET'2^i^LfCo U 6 
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mm-.mm^^-^-^y) nmnu 2- cn- h-ova/***/?* 

;U) -N— (3->7;7*-;V) 7;;) -N- [4- (1- h'J7;l/tn7 
-fer*;l/bXU v?>- 4 -4)V> 7xi;l/) 7* b7 5 K mmg&mtz 0 
1 H-NMR (CDC 1 3 ) 6 p pm : 
5 1.55-1.83 (6H, m). 1. 88-2.00 (2H, ■), 2.72-2.90 (2H, m), 3.16-3.27 (1H, 
m), 3. 43-3. 58 (4H, m), 3. 98 (2H, s), 4. 07-4. 18 (1H, m), 4. 51 (2H, s), 
4.62-4.74 (1H, m), 6.88-7.18 (5H, m), 7.24-7.46 (8H, m), 7.97 (1H, br-s) 

mm 7 2 

10 7 1 1 m&oij&K & <o MToii&fazsiiz l tz 0 

2 - CN- (4 -^>v;l/7j-^->7>;U) -N - (3-->77 7x^) 75 y 
) -N- (4 -f7 7nb'^7x-;b) 7-trh7 5 K 
'H-NMR (CDC h ) 5 p pm : 
15 1.21 (6H, d, J=6.9Hz), 1.64-1.84 (4H, m), 2.79-2.93 (1H, m), 3.42-3.58 
(4H, in), 3.98 (2H, s), 4.52 (2H. s>; 6.91 (IB, dd, J=8. 5Hz, 2.7Hz), 
6.98-7.03 (1H, m), 7.08 (1H, d, J=7.6Hz), 7.16 (2H, d, J=8. 5Hz), 7.24- 
7.40 (8H, m), 7.93 (1H, br-s) 

20 ##^J7 3 

2- cn- (3 -i/ry 2*l=M -n- a^±2±JkA±M ~ N 

- C4 - (l-hU7o^-P7-bf-;UbXUS?>-4-^;l/) 7x^/b] 7-fr h 
71 K 

1-t Fn*i//.?>\,j-7?u> 2.0g*5J;CfEHj|^bK* 6.3g££fty*b 
25 >20ml{cjgjS?U h U 7 x^*X7 -f > 4. Og^B^SiJLTfc, 

^7h^77>(- (&&« : T?«fHU 7p7^ K 

L4g*»fc. *(Do-t> 724mg^^V^o/NV-;H0iDlJC^jS?Ls N-x^bv? 
^77nt 4 ;b7; >0.43mU J; 9 ft* h U # A 295mg*5«bCK2 - (3-->7/7 
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i-^7W) -N- (4- ( i - h "j 7;u^D7-t?f-;i/t°^'j i?y- 4 
) 7x-;b) T-fehT^ K 705mg^jD^T45^Jp.^M^L/Co £J5rI&#l£M 
ETiS&IU If bti^Stc^^y-^R^TK^in^ $lTtfc$l£6SXU 2- C 
N- (3 -->7y 7x-;U) -N- (1 -i-7?-JMTJU) TiS) -N- [4 

690mg^|#^o 

'H-NMR (DMSO-de ) <5 ppra: 
1.49-1.66 (2H, m), 1.79-1.96 (2H, m), 2.76-3.04 (2H, m), 3.87-4.01 (1H, 
m), 4.31 (2H, s), 4.37-4.48 (1H, m), 5.18 (2H, s), 6.92-7.10 (3H, m), 
10 7. 16-7. 36 (4H, m), 7. 40-7. 64 (5H, m), 7. 80-7. 90 (1H, m), 7. 94-8. 09 (2H, 
m), 9.98 (1H, s) 

mm 7 4 

2 - CN - (3->7;7x-;l/) -N- (5 -^V*1HJ~;M f-;U) TiJ 
15 ) -N- (4- ( 1 - h »J 7;l/^-o7-fef-;l/b'^V 4 -^f;l/) 7x^;b) 
7-tr H7S K 

5 -y ^/MV y 710mgRO*N-7'n^3/N^^ = K 920mg£EH^t 
femSmlizmmi, 2, 2* -J'/tX ('f 7:/f-a^by;l/) 50mg£j!JI];LTx 
7;U3*>^H^T5B#p H Wii»?tL^o £&S£^£MffTztiif U 
20 S£^77 , n'V-;U8iBllCig#U N-ifJl/vM V/o £>7 S >0. 60mk 
<fc-Mb^ h U 7 A 418mg&.0'2 - (3 ->7;7x^;l/7; /) -N- [4- ( 
l-h'J7;U^-D74r^>'I/t 0 ^'J> ? >-4-^;U) 7x-;H 7-feh75KL0 
g * JDiT45l^iaaHIMl«E L fco R£«£to&«ET*» U lib tlfcim* is 

25 U 2- CN- (3->7;7x-;l/) -N- (5 +D-'J-Wf;W 7 
-N- C4 - (1 - h 'J 7;U^-n7-irf-;Uh°^U 4 7x- 

;W 7-fe h7^ K 560mg£#fc o 
'H-NMR (CDC 1 3 ) 8 p pm : 

1.56-1.72 (2fl, b), 1.85-2.00 (2H. m), 2.70-2.93 (2H. m), 3.16-3.30 (1H, 
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m), 4.05-4.17 (1H, n). 4.21 (2H. s), 4.60-4.72 (1H, m), 5.33 (2H, s), 
7.00-7.19 (5H, m), 7.23-7.38 (3H, m), 7.53-7.61 (1H, m), 7.70-7.80 (1H, 
m), 8.05-8.26 (2H. m), 8.80-8.94 (2H, m) 

5 mmmi 

2- (5 -7 $ - 2 -7;l/^-Q7xJi;l/7^ J) -N- (4-^7^0^^ 

•>7x-;b) k 7 $ mmm. ate?® 1 ) 

2- (5 - i/TJ - 2 -7;M-n7x-;U7 5 /) -N- (4-^V7 , n^+ 
•>7 x^;U) 7-t? h 7 $ n$mgK%mmt7kn-3-* J -;l/?§?&20inl£flD;LT® 

15 £U 2- (5-7;-^;-2-7Mo7x^7;;) -N - (4--fV7° 
al+i/7i-;W 7-irh7^ K^^19mg^f^ 0 
'H-NMR (DMSO-de ) 6 ppm: 

1.23 (6H, d, J=6.0Hz), 4.04 (2H, s), 4.46-4.58 (1H, m), 6. 10-6. 35(1B, 
br), 6.85 (2H, d, J=9. 1Hz), 7.05-7.10 (1H, m), 7.14 (1H, dd, J=8. 1Hz, 
20 2. 1Hz), 7.31 (1H, dd, J=ll. 5Hz, 8.4Hz), 7.49 (2H, d, J=9. 1Hz), 8.93 (2fl, 
s), 9.25 (2H, s), 10.04 (1H, s) 

mmm 2 

25 

2- (N- (3-7;^;7x-^) -N- C3- (2-bKo^->xf;^ 
-» Ky'JAA TiJ) -N- C4- (4-bXiJi?z;l/) 7x-;U) 7-frh7 
^ FZMmS. (jb^2j 
'H-NMR (DMSO-de ) <5 ppm: 



WO 99/1 03 1 6 PCT/JP98/03685 

6 5 

1.73-1.98 (4H, m), 2.73-2.86 (1H, m), 2.90-3.05 (2H, m), 3.69 (2H, t, 
J=5.0Hz), 3.95 (2H, t, J=5. 0Hz), 4.38 (2H, s), 4.70-5.00 (3H, m), 6.80- 
7.40 (10H, m), 7.58 (2H, d, J=8. 6 Hz), 8.65-9.00 (4H, m), 9.27 (2H, s), 
10.24 (1H, s) 
5 MS (FAB, m/z) : 5 0 2 (M + H) 

2- (N- (3-7;^/7x^) -N- (3 -t Faf-i/Ky -Jjl) 7iS 
) -N- (4- (4 -b°^'J 7x-;U) 7-t?h7$ Krjft§»fi «t&® 

3) 

10 'H-NMR (DMSO-ds ) 6 ppm: 

1.73-1.95 (4H, m), 2.71-2.85 (1H, m), 2.90-3.05 (2H, m), 4.34 (2H, s), 
4.67 (2H, s), 6.60-6.75 (3H, m). 6.92-7.20 (6H. m), 7.30-7.40 (1H, m), 
7.53-7.61 (2H, m), 8.70-9.00 (4H, m), 9.27 (2H, s), 9.37 (1H, br-s), 
10.24 (1H, s) 

15 

2- CN- (3-7^;7i-;b) -N- (i|-0-;W->-2-yf- 
Jl) 7iJ) -N- (4--f7^ab°;l/7x-;l/) T-tebTi Kijjgjt 0ft&^ 
4) 

'H-NMR (DMSO-d, ) 5 ppm: 
20 1.17 (6H, d, J=6.9Hz), 2. 75-2.90 (1H, m), 3.90-4.53 (8H, m), 5.64-5.84 
(2H, m), 6.93-7.10 (3H, m), 7.16 (2H, d, J=8. 6Hz), 7.23-7.40 (6H, m), 
7.50 (2H, d, J=8.6Hz), 8.89 (2H, s), 9.28 (2H, s), 10.07 (1H, s) 

2- CN- (3-7^;7x-;i/) -N- ( 4 -O 2J^±2l±^L 11 
25 /) -N- (4 - Jv7nt°)\,7*~Jl) 7*V7i FtMWM. Ut&®}5) 
'H-NMR (DMSO-de ) 8 ppm: 
1.17 (6H, d, J=6.9Hz), 1.55-1.73 (4H, m), 2.77-2.88 (1H, m), 3.41-3.52 
(4H, m), 4.23 (2H,. s), 4.46 (2H, s), 6.91-7.06 (3H, m), 7.16 (2H, d, 
J=8.5Hz), 7.22-7.37 (6H, m), 7.51 (2H, d, J=8.5Hz), 8.94 (2H, s), 9.27 
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(2H, s), 10.12 (1H. s) 

2- (N- (3 -7S : JJ 7x^) -N- (5-^W;/'/-;b-4-f 
7 5/3 - N - (4- (4 -bX'J g£jU) 7x~;l/) 7-i?h7 5K 
5 HUl (^^16) 

'H-NMR (DMSO-d, ) 5 ppm: 
1.74-1.97 (4B, m), 2.31 (3H, s), 2.70-2.85 (1H, m), 2.88-3.05 (2H, m), 
4.42 (2H, s), 4.80 (2H, s), 7.05 (1H, d, J=8. 6Hz), 7.10-7.21 (3H, i), 
7.26 (1H, s), 7.35-7.45 (1H, i), 7.59 (2H, d, J=8. 6Hz), 8.80-9.17 (5H, 
10 m), 9.40 (2H, s), 10.64 (1H, s). 14.30-14.55 (2H, m) 

2- (N- (3-7;y/7x-;l/) -N- C3 - 

■» <y ; JM 7 $7) -N- (4-^V7'nt:;b7x-;b) 7-fehT^ KijR 

15 'H-NMR (DMSO-d, ) 5 ppm: 

1.17 (6H, d, J=6v9Hz), 2.78-2.89 (1H, ■), 3.64-3.71 (2H, m), 3.90-3.96 

(2H, m), 4.34 (2H, s), 4.71 (2H, s), 6.80-7.40 (10H, n), 7.50 (2H. d, 
J=8. 5Hz), 8. 86 (2H, s), 9. 24 (2H, s), 10. 08 (1H, s) 

20 2 - CN- (3-7^/7x-;l/) -N- (3-^;l//<^;MfWM 
75 7) -N- (4 ->f yyo^l/7x^) 7-frh7S KtftBBft Ofb 

'H-NMR (DMSO-de ) 6 ppm: 
1.17 (6H, d, J=6.9Hz), 2.78-2.89 (1H, m), 4.35 (2H, s), 4.39 (2H, s), 
25 4.72 (2B, s), 6.80-7.56 (14H, m), 8.90 (2H, s), 9.26 (2H, s), 10.13 (1H, 
s) 

MS (FAB, m/z) : 4 7 4 (M+H) 
2- CN- (3-7;v^;7x^) -N- 
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4 -'Ok/ ?•;!/) 7$y) -N- (4--f7^nb>7x-^) 7-fe h7 

s (rt&^9) 

'H-NMR (DMSO-de ) 8 ppm: 
1.17 (6H, d, J=6.9 Hz). 2.77-2.91 (1H, m), 4.42 (2H, s), 4.85 (2H, s), 
5 4.90 (2H, s), 6.97-7.27 (5H, m), 7.35-7.69 (5H, m), 7.85 (1H, s), 8.85- 
9.15 (3H, m), 9.32 (2H, s), 10.35-10.70 (1H, br), 14.50-15.05 (1H, br) 
MS (FAB, m/z) : 4 4 8 (M + H) 

2- (N- (3-7;^;7x^) -N- ( 3 -XJ17 r 7 
10 S >Q -N- (4--f7yob^7x^) 7H? h7S Kjij Offr&j^l 0) 
'H-NMR (DMSO-de ) 6 ppm: 
1.17 (6H, d, J=6.9Hz), 2.78-2.89 (1H, m), 4.36 (2H, s), 4.84 (2H, s), 
6.90-7.80 (14H, m), 8.81 (2H, br-s), 9.23 (2H, br-s), 10.09 (1H, br-s) 

15 2- (N- (3-7^7 7x^) -N- ( 3 - / 9 yXJlfr-JlO vMQ 
7^yj -N- (4^77pfc:;U7^;U) 7-trh7S KjgBMS (jb&^j 1 
L 

'H-NMR (DMSO-de ) <5 ppm: 
1.17 (6H, d, J=6.9Hz), 2.78-2.89 (1H. m), 3.19 (3H, s), 4. 39 (2H, s), 
20 4.87 (2H, s), 6.93-7.20 (5H, m), 7.32-7.41 (1H, m), 7.50 (2H, d, 

J=8.8Hz), 7.60-7.72 (2H, m), 7.78-7.92 (2H, m), 8.83 (2H, br-s), 9.23 
(2B, br-s), 10.12 (1H, br-s) 

2- CN- (3-7;^7x-;l/) -N- (l-7nb°M^7-/l/-4- 
25 JJl/l-JU) 71 J) -N- (4-rV7ab°;P7x-;l/) T^YTi 
j (jteft 1 2 ) 

'H-NMR (DMSO-de ) <5 ppm: 
0.81 (3H, t, J=7.4Hz), 1.17 (6H, d, J=6.9Hz), 1.69-1.84 (2H, n), 2.76- 
2.90 (1H, m), 4.09 (2H, t, J=7. 1Hz), 4.42 (2H, s), 4.84 (2H, s), 6.99- 
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7.09 (1H, m), 7.10-7.28 (4H, m), 7.32-7.47 (1H, m), 7.53 (2H, d, 

J=8.5Bz), 7.69 (1H, s), 8.93-9.15 (3H, ■), 9.35 (2B, s), 10.40-10.70 
(IB, br), 14.61-14.92 (1H, br) 

5 2- CN- (3-7SSV7x-;l/) -N- ( 1 -/ f-;U^T ^ fV-Jl- 4 -J 
j^/^-JU) 7iy) -N- (4 ->f V/nb°;U7x^;U) 7-fch7$ KzU6g%fe 
3) 

'H-NMR (DMSO-d, ) 5 ppm: 
1.17 (6H, d, J=6.9Hz), 2.76-2.91 (1H, m), 3.81 (3B, s), 4.41 (2B, br-s), 
10 4.83 (2H, s), 6.99-7.23 (5H, id), 7.32-7.46 (lfl, m), 7.47-7.66 (3H, m), 
8.82-9.10 (3H, m), 9.34 (2H, s), 10.37-10.60 (IB, br), 14.40-14.75 (1H, 
br) 

MS (FAB, m/z) : 4 0 5 (M + H) 

15 2- CN- (3-7;-^;7xx;l/) -N- n^o t'Jlt ^Jl7 i J ) -N 
- (4--f7^n.h^7x^) 7-trh7$ K&gg& (At&VM 4) 
'H-NMR (DMSO-d, ) d ppm: 
0.25-0.35 (2H, m). 0.45-0.55 (2H, a), 1.00-1.20 (7H. m), 2.75-2.90 (1H. 
in), 4.32 (2H, s), 6.90-7.55 (8B, ■), 8.85-9.05 (2B, a), 9.27 (2B, br-s), 

20 9.97-10.20 (IB, m) 

2- CN- (3-7;^;7x^;l/) -N- (3, 4 - pp'OSW 7$ 
7) -N- (4-^77°ol:^7x^) 7-feh7$ Ofb£%) 1 5 ) 

'H-NMR (DMSO-d, ) 5 ppm: 
25 1.17 (6B, d, J=6.9Hz), 2.76-2.90 (IB, m), 4.39 (2H, s), 4.77 (2B, s), 

6.92 (IB, dd, J=7.4Bz, 2. lBz), 7.00-7.40 (6B, m), 7.52 (2B, d, J=8.5Bz), 
7.56-7.66 (2B, m), 8.93 (2B, s), 9.28 (2B, s), 10.22 (IB, s) 

2- CN- (3-7;^7 7x^) -N— 7$7) - 
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N- (4--fV^nl:°;l/7xz;l/) T*h7i mWDM. Ut&VM 6) 
'H-NMR (DMSO-de ) 6 ppm: 
1.17 (6H, d, J=6.9Hz), 2.76-2.90 (1H, ■), 4.38 (2H. s), 4.80 (2H, s), 
6.89 (1H, dd, J=8.5Hz, 2.1Hz), 7.00-7.40 (8H, m), 7.45-7.57 (3H,m), 8.90 
5 (2H, s), 9.28 (2H, s), 10.17 (1H, s) 

2- (N- (3-7 5vV7x-;l/) -N- (3 - 2 7$ 

U ^~ ( 4 - bX U - ;U) ?x^) 7-trh7$ «b£ 

#11 7) 

10 'H-NMR (DMSO-ds ) 6 ppm: 

1.71 (6H, s), 1.75-1.95 (4H, 0), 2.70-3.05 (3H, m). 3.25-3.40 (2H, m), 
4.06 (2H, d, J=5.8Hz), 4.22 (2H, s), 5.21-5.30 (1H, m), 6.92-7.20 (5H, 
m), 7.30-7.40 (1H, m), 7.56 (2H, d, J=8. 5Hz), 8.70-9.03 (4H, m), 9.27 
(2H, s), 10. 18 (1H, s) 

15 

2- [N- (■3-7r^7x-;|/) - N- TIJ 
3 -N- (4-^7^y7xz;b) 7-trh7; «fc£%118) 
'H-NMR (DMSO-da ) 8 ppm: 

1.24 (6H, d, J=6.0Hz), 4.35-4.62 (3H, ■), 4.87 (2H, s), 6.88 (2H, d, 
20 J=9.0Hz), 7.00-7.45 (4H, ■). 7.53 (2H, d, J=9.0Hz), 7.63 (1H, s), 8.87- 
9.15 (3H, n). 9.38 (2H, s), 10.48 (1H, s), 13.90-14.90 (2H, br) 

2- CN- (3-7^;7x-;l/) -N- ( 5 -y j-)^ X ?*/-)],- 4 — < 
A2Lf±) LIZ] -N- (4-fV7°n^->7x^) 7Hrh7^ KZUSS 

25 j (Mj 1 9 ) 

'H-NMR (DMSO-ds ) 5 ppm: 
1.23 (6H, d, J=6.0Hz), 2.31 (3H, s), 4.39 (2H, s), 4.46-4.59 (1H, n), 
4.79 (2H, s), 6.87 (2H, d, J=9. 0Hz), 7.00-7.25 (3H. m), 7.35-7.45 (1H, 
m). 7.50 (2H, d, J=9.0Hz), 8.85-9.10 (3H, m), 9.35 (2B, s), 10.43 (1H, 
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br-s), 14.20-14.55 (2H, m) 

MS (FAB, m/z) : 4 2 1 (M + H) 

2- (N- (3-7;^7 7x-;b) -N- (3-^ ^y^M'ziKy^ 
5 ) 7iy) -N- (4->fyyo^y7x^) 7-frh7$ Kjgjfcij (ffcfft 
2 0) 

'H-NMR (DMSO-de ) <5 ppm: 
1.23 (6H, d, J=6.0Hz), 3.83 (3H, s), 4.35 (2H, s), 4.47-4. 60 (1H, m), 
4. 82 (2H, s), 6. 85 (2H, d, J=9. 1Hz), 6. 98 (1H, dd, J=8. 8Hz, 2. 1Hz), 
10 7.02-7.12 (2H, m), 7.30-7.40 (1H, m), 7.45-7.67 (4H, m), 7.82-7.94 (2H, 
m), 8.84 (2H, s), 9.23 (2H, s), 10.01 (1H, s) 

2- CN- (3 -7$ vV7x-;U) -N- ( 2 - 7 ?-;U7 V ;U) T^y] -N 
- (4-^7^->7x-ib) 7-l?h7; K^J^ 0fb£^2 1) 
15 'H-NMR (DMSO-de ) <5 ppm: 

1.23 (6H,-d, J=6.0Hz), 1.73 (3H, s), 4.01 (2H, s), 4.21(2H, s), 4.47- 
4.60 (1H, m), 4.77 (1H, br-s), 4.84 (1H, br-s), 6.85 (2H, d, J=9. 1Hz), 
6.89-7.06 (3H, m), 7.30-7.40 (1H, m), 7.48 (2H, d, J=9. 1Hz), 8.89 (2H, 
s), 9.25 (2H, s), 10.02 (1H, s) 

20 

2- CN- (3-7;-^7x^) -N- (Z-Jl-Jl- 2 7^ 
J) -N- (4-^f77°a^y7x^|/) 7-feh7$ KffBfrfi (jbj^2_2) 
'H-NMR (DMSO-d, ) <5 ppm: 
1. 23 (6H. d, J=6. 0Hz), 1. 71 (6H, s), 4. 05 (2H, d, J=6. 5Hz), 4. 17 (2H, 
25 s), 4.45-4.59 (1H, m), 5.20-5.30 (1H, m), 6.84 (2H, d, J=9. 0Hz), 6.90- 
7.10 (3H, m), 7.30-7.40 (1H, m). 7.47 (2H, d, J=9.0Hz), 8.90 (2H, s), 
9. 25 (2H, s), 9. 97 (1H, s) 

2- CN-7'J;l/-N- (3-7;-;;7x^) 7^73 - N - (4->f77° 



WO 99/10316 



7 1 



PCT/JP98/03685 



o^->7x^) 7-trhT^ (M^2 3) 

'H-NMR (DMSO-de ) <5 ppm: 
1.22 (6H, d. J=6.0Hz), 4.12 (2H, d, J=4.7Hz), 4.21 (2H, s), 4.46-4.60 
(1H, m), 5.10-5.28 (2H, ■), 5.85-6.00 (1H, a), 6.85 (2H, d. J=9. 1Hz), 
5 6.96 (1H, dd, J=8.5Hz, 2.1Hz). 7.00-7.10 (2H, ■), 7.30-7.40 (1H, ■), 
7.50 (2H, d, J-9. 1Hz), 8.98 (2H, s), 9.29 (2H, s), 10.09 (1H, s) 

2- CN- (3-7;y/7x-;V) zNz£f±ZLlZj ~N- (4->fV^ 
p h";U7 x-;U) Tjfe h 7 § K&ggjg (ft&j^ 2 4 ) 
10 'H-NMR (DMSO-de ) 5 ppm: 

1.16 (6H, d, J=6.9Hz), 2.77-2.88 (1H, ■), 3.09 (3H, s), 4.27 (2H, s), 
6.97-7.12 (3H, m), 7.15 (2H, d, J=8. 6Hz), 7.32-7.42 (1H, m), 7.50 (2H, 
d, J=8.6Hz), 8.95 (2H. br-s), 9.29 (2H, br-s), 10.13 (1H, s) 

15 2- CN- (3-7^/7x^) -N-Jj-JlTi -N— (4-^V^ 

u$*t/7*-jp 7-trh7^ wmm ab^2 5) 

'H-NMR (DMSO-de ) «5 ppm: 

1.22 (6H, d, J=6.0Hz), 3.09 (3H, s), 4.25 (2H, s), 4.46-4.58 (1H, m), 

6.84 (2H, d, J=9.0Hz), 6.96-7.13 (3H, m), 7.32-7.42 (1H, m), 7.48 (2H, 

20 d, J=9.0Hz), 8.97 (2H. s). 9.30 (2H, s), 10.07 (lfl, s) 

2- CN- (3-7;y/7xz;t/) -N- ( 4 - A,<y'J )V) 7jZ3 Z 
N- (4-^fV7°n^->7x^) TtbTi KjjgE& 0ffc&g32 6) 
'H-NMR (DMSO-d, ) 5 ppm: 
25 1-16 (3H, t, J=7.6Hz), 1.23 (6H, d, J=6.0Hz), 4.27 (2H, s), 4.48-4.58 
(1H, m), 4.70 (2H, s), 6.85 (2H, d, J=9.0Hz), 6.95-7.24 (7H, m), 7.30- 
7.40 (1H, m), 7.46 (2H, d, J=9.0Hz),_ 8.77 (2H, s), 9.20 (2B, s), 9.90 
(1H, s) 
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2- (5 -T -2-bF'o^y^f^7 x^;l/T ^ J) -N- (4- (4 
-bX'J^my) 7x-;lQ 7-feh7$ K-i&^ij (jb&§_2_7) 
'H-NMR (DMSO-d, ) <5 ppm: 
1.72-1.87 (2H, m), 1.99-2.14 (2B, m), 2.96-3.28 (4H, m), 4.04 (2H, s), 
5 4.43-4.76 (3H, m), 6.85-7.01 (4H, m), 7.36 (1H, d, J=7.8Bz), 7.54 (2H, 
d, J=9.0Hz), 8.65-9.05 (4H, n), 9.25 (2H, s), 10.14 (1H, s) 
MS (FAB, m/z) : 3 9 8 (M + H) 

2- (5-7^;-2-^y'Mf>7x-H;y) — N— (4- (4- 
10 e^'Jv?-;M-*">) 7x^] TKYTx Cjfc£ft2 8) 

'H-NMR (DMSO-d, ) 5 ppm: 

1.75-1.90 (2H, m), 2.02-2.12 (2H. m), 2.95-3.10 (2H, m), 3.13-3.26 (2H, 
m), 4.07 (2H, s), 4.52-4.62 (1H. m), 5.29 (2H, s), 6.95 (2H, d, 
J=9. 1Hz). 7.03-7.20 (3H, m), 7.30-7.47 (3H, m), 7.49-7.62 (4H, m), 8.85- 
15 9.30 (6H. m), 10.31 (1H, s) 

2- (N- (3-7;y77x-^)'-N-^>y>7;;] -N- (4- (4 
-b'^'J -^;M-*-» 7x-;b) T^hTi KH&BES (rt£%2 9) 
'H-NMR (DMSO-d, ) <S ppm: 
20 1.73-1.85 (2B, m), 2.01-2.12 (2H, m), 2.98-3.11 (2H, m), 3.15-3.28 (2H, 
m), 4.33 (2H, s). 4.51-4.61 (1H, m), 4.75 (2B. s), 6.88-7.14 (5B, m), 
7. 21-7. 39 (6B, m), 7. 53 (2B, d, J=9. OBz), 8. 65-8. 98 (4B, m), 9. 61 (2B, 
s), 10. 14 (IB, s) 

25 2 - CN- (3-7;y77x^;l/) -N-Ky^JlT i J) -N- (4-^7 
7"p|^y7i^) 7-trhT^ K^M^ 0(b£t)3 0) 
'H-NMR (DMSO-d, ) 5 ppm: 
1.23 (6H, d, J=6.0Bz), 4.32 (2B, s), 4.45-4.60 (IB, m), 4.75 (2B, s), 
6.85 (2H, d, J=9.0Bz), 6.92-7.13 (3B, m), 7.23-7.38 (6H, m), 7.48 (2B, 
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d, J=9.0Hz), 8.86 (2H, s), 9.24 (2H, s), 10.02 (1H, s) 

2- (5-7;^/-2-^f;l>7xr.;l/7;;) -N- (4 - 
-;U^-» 7x-;Uj 7-trh7$ KTH^ «b£t)3 1) 
5 'H-NMR (DMSO-d 8 ) 5 ppm: 

1.75-1.88 (2H, m), 2.02-2.15 (2H, m). 2.24 (3H, s), 2.97-3.11 (2H, m), 
3.15-3.28 (2H, m), 4.50-4.60 (1H, m), 6.94-7.06 (4H, m), 7.17-7.27 (1H, 
m), 7.55 (2H, d, J=9.0Hz), 8.80-9.12 (4H, m), 9.22 (2H, s). 10. 20(1H, s) 

10 2- (5-7;^;-2-^no7x-;b7;;) - N — [4- (4-h^U^ 
7x^;U) T-irh7^ KH%»% 0ffc£l_3 2) 
'H-NMR (DMSO-de ) <5 ppm: 
1.74-1.87 (2H, m), 2. 01-2. 15 (2H, m), 2.98-3.11 (2H, i), 3.15-3.29 (2H, 
m), 4.13 (2H, s), 4.52-4.62 (1H, m), 5.95-6.30 (1H, br), 6.95 (2H, d, 
15 J=9. 1Hz), 7. 00-7. 12 (2H, m), 7. 48-7. 60 (3H, m), 8. 80-9. 15 (4H, m), 9. 37 
(2H, s), 10.26 (1H, s) 

2- (3-7;y;7ic;b7;;) -N- (4- ( 4 - h"^ U 
7*-Jl) 7-fr h7$ b'rMWM. Ut&toZ 3) 
20 'H-NMR (DMSO-de ) 6 ppm: 

1.74-1.87 (2H, m), 2.02-2.11 (2H, m), 3.00-3.10 (2H, n), 3.15-3.27 (2H, 
o), 3.96 (2H, s), 6.90-7.00 (5H, m), 7.25-7.35 (1H, m). 7.53 (2H, d, 
J=9. 0Hz), 8. 70-8. 95 (4H, m). 9. 23 (2H, s), 10. 10 (1H, s) 

25 2 - (3-7;^;7x-;l/7;/) — N- ( 4 -J Vfu t°Jl7 T± 
hTi Kttftffi <i4k&®Z 4) 
'H-NMR (DMSO-d, ) 8 ppm: 
1.17 (6H, d, J=6.9Hz), 2.75-2.90 (1H, m), 3.98 (2H. s), 6.91-7.05 (3H. 
m), 7.16 (2H, d, J=8.5Hz), 7.27-7.37 (1H, m), 7.53 (2H, d, J=8.5Hz), 



WO 99/10316 PCT/JP98/03685 

7 4 

8. 98 (2H, s), 9. 25 (2H, s), 10. 15 (1H, s) 

5 

2- CN- (3-7;y;7x-;l/) - N- (^ z ±JJWL=jk*±M 7 5 
11 -N- (4 - (4 -bX'J vji;U) 7x-;U] 7-trh7 5 K gb&#j3 5) 
'H-NMR (DMSO-dg ) (5 p pm : 
1.35-1.70 (4H, m), 2.92-3.06 (2H, m), 5.36 (2H, s), 6.70 (1H, dd, 
10 J=8.4Hz. 2.3Hz), 6.98 (1H, d, J=7. 6Hz), 7.02-7.23 (4H, m), 7.50 (2H, d, 
J=8.5Hz), 7.68 (1H, d, J=7. 1Hz). 7.76-7.85 (1H, m), 8.00 (1H, d, 
J=8.4Hz), 8.95-9.05 (2H, m), 9.55-10.35 (1H, br) 



2- CN- (3 -Tl VJ 7x.-Jl) - N- uu<y : J)\,) TIJ] - 

15 N- [4- ( 4 - g < U S>-;U) 7* h7 S K 0fb£®3 6) 

'H-NMR (DMSO-de ) <5 ppm: 

1.40-1.80 (4H, m), 2.65-2.75 (2H, m), 3.05-3.15 (2H, m), 4.37 (2H, s), 

4.77 (2H, s), 6.70-7.70 (16H, m), 10.13 (1H, s) 

20 2 - CN- (3-7;v;7x-;b) -N- a^o i J 3 - N 

- C4- ( 4 - fc'X 'J 7-fch7 5 K 0fb£&3 7) 

'H-NMR (DMSO-de ) 8 ppm: 

0.25-0.35 (2H, ■), 0.45-0.55 (2H, m), 1.05-1.20 (1H, ■), 1.45-1.60 (2H, 
n). 1.62-1.75 (2H, m), 3.00-3.10 (2H, m), 4.32 (2H, s), 6.90-7.90 (12H, 

25 m), 10.04 (1H, s) 



2- CN- (3-7;^7x-^) -N- - 
N- (4 -^7 7 p ob J ;l/7x^;U) 7-t? h7$ K Ut&MZ 8) 
'H-NMR (DMSO-de ) 6 ppm: 
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1.17 (6H, d, J=6.9Hz), 2.78-2.89 (1H, m), 4.38 (2H, s), 4.77 (2H, s), 
6.90-7.55 (15H, m), 10.15 (1H, s) 

2- CN- (3-7;v?y7x-;l/) -N-Ky^jiri J} -N- C4- (4 
5 - 1'< 'J 7 x~;U) 7-fe h 7 S K Ofb&l 3 9 ) 

'H-NMR (DMSO-de ) 6 ppm: 

1.40-1.55 (2H, m), 1.60-1.70 (2H, m), 2.52-2.65 (2H, m), 2.95-3.10 (2H, 
m), 4.33 (2H, s), 4.75 (2H, s), 6.90-7.20 (5H, m), 7.23-7.40 (6H, m), 
7.51 (2H, d, J=8.5Hz), 10.07 (1H, s) 

10 

2- CN - (3-7;yy7x-;b) -N- ( 4 - ? n uK> i?Jl) 7iS) - 
N— (4-^77'p[:;l/7x-;l/) 7-frh7$ K 0fb£%?4 0) 
'H-NMR (DMSO-de ) 6 ppm: 

1.17 (6H, d, J=6.9Hz),. 2.76-2.90 (1H. m), 4.33 (2H, s), 4.74 (2H, s), 
15 6.90-7.10 (3H, m), 7.17 (2H, d, J=8.9Hz). 7.30-7.66 (7H, m), 8.40-9.40 
(3H, m), 10.00-10.20 (1H, m) 

2- CN- (3-7^;7x^) -N- (3 -ij)W<*-(mi-Jl**i"< 
20 VV)V) Tiy) -N- C4- (4-bX'J^~;U) 7x-;b] 7H?h75 K— 
ill Gb&%H 1) 

2- CN- (3-7;^;7xz;i/) -N- ( 3 - J h 4^>fl;M?-;M f^k* 
^>^>v;lQ 7^/) -N- C4- (4-fc'^'J 7x~;l/l 7-fch7 

$ ab^4 2) 

25 2 - CN- (3-^7;7x-;l/) -N- ( 3 -i h^>#;l/**~;M ^;M~ 
*v"<;/v?;l/) 7^/] -N- C4- (1 - h ' / )7;U^-o7-fe^^tXiJ ^y- 
4-^OU) 7xz;H 7-feh7$ K 3. 0 g fCtS^O^tTK^ - 1 9 J —bfeWl 100 
ml»x.T^L> miatr5^R^^ii-^m. RJ&S£^£MET^&U 
;f-h5-ifco -€-©9^ 1.0g^iajft]7>*-7-^^y-^^25nil(c^P 
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u m^immmwLtzo Rj^m^^mErmm^ mmztttri/jim 
4t¥&&mis y *y;i/+ff«t#*7A^ o7h^7>f- (*m»«E : 7k-y * 

7j#gtu #&n^:gW©75^i/3>jc^K*jQjL»tttU jffiW 
10 : 7R-y t-MU ?f t>n/rgW075^-> 3 >ic#ttit*Jnx. 

mU 7Hr h- h 'J ;l/ 5 mlRtf £fc»*7 U »7 A 1. Og£fla;U £«m5B|IBJKJ&$* 
fco S«ffl^»cft«[K«rJnx.»ttiLfe^ MEETzIfctU a&fcy*y-;l> 

•j *WEjai**7 a? h ^5 7 ^ - (&&$$£ : 7K-y 

<b&4&! 4 2 £ 418mg*#fco 
20 4 1 

'H-NMR (DMSO-de ) 6 ppm: 

1.71-1.96 (4H, m), 2.71-2.84 (1H, m), 2.90-3.02 (2H, ■), 4.30-4.43 (4H, 

m), 4.72 (2H, s), 6.80-7.40 (11H, m), 7.46-7.61 (3H, n), 8.62-9.07 (4B, 

m), 9.27 (2H, br-s). 10.23 (1H, s) 
25 MS (FAB, m/z) : 5 1 5 (M+H) 

It&QS 4 2 

'H-NMR (DMSO-de ) <5 ppm: 

1.73-2.00 (4B, m), 2.72-2.85 (IB, m), 2.90-3.04 (2B, m), 3.66 (3B, s), 
4.37 (2B, s), 4.77-4.88 (4B, m), 6.77-7.40 (10B, m), 7.52-7.70 (2B, m), 
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8.60-9.55 (6H, m), 10.30 (1H, s) 

MS (FAB, m/z) : 5 3 0 (M + H) 

5 2- CN- (3-7;^;7x^V) -N- ( 1 -/ 'sil fj^ 
4 ->()l/=f-)l) Tiy) -N- (4-^y^nb^7x-;i/) 7 

•^hr^ mwtm. «t&®4 3) 

2- CN- ( 1 - t e r t - ^ h + f M ; yv*-^- 4 - ^ 

;Mf7U) -N- (3->7;7x-;b) 7$ 7) -N - ( 4 77°n h°;U7 
10 7-1? h7 5 K90mg{ClSfD^l:7K^-^ ^y-^?S2ml^Jnx.T^L> 

0°C-e36B$P H 1RC>£H±*:o KM«gffiU ^{CtafO^TK^^ h 

igj|?U &lt7>^7A21mg©7k81/U «tt*JoiL^ 8^MiS«£L^ 0 K 
- CN- (3-7i^;7x-;l/) - N- 

?V-A/- 4 ->OMf7l/) 7ZJ1 -N- (4 --f7^ , ahVl/7x-;U) 7-t? 

20 H7 5 K&m&45mg£*#fco 

'H-NMR (DMSO-de ) 8 ppm: 
1.16 (6H, d, J=6.8Hz), 2.75-2.90 (1H, m), 3.69 (3H, s), 4.32 (2H, s), 
4.68 (2H, s), 5.00 (2H, s), 6.87-7.40 (7H, m), 7.45-7.65 (2H, m), 7.70- 
7.94 (1H, br), 8.90 (2H, s), 9.23 (2B, s), 11.23 (1H, br-s) 

25 MS (FAB, m/z) : 4 6 3 (M + H) 

2- CN- (3 -7i VJ 7x-;U) - N - ( 4 - fc Ka^'>7 > ^;l/) 7$^ 



- N - C 4 - ( 4 - h'K U S?.=.;10 7 x_;l/) 7t h 7 S FZJBStm. Ut&® 4 
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4) 

2- CN- (3-7v^7x^) -N- (4 -Kygjltf-i/yrji) 7 * 
J) -N- (4 - (4-e^U^;U) 7x£jj 7-frh7$ K~ttfflltt Qffc£ 
#14 5) 

5 2- CN- (4 -<>i?;i/t+yyf;l/) -N- (3 -*/TJ 7x-;U) 7S 
y) -N- (4 - (l-bVyHtuT-bl-JlVKWy-A-Jjl) 7x^ 
] T-bhT^ K 840mg(CiSfn^k7K^-x^y-^»50ml^Jnx.r^L, 5 

10 ^fy;H{t^iy 'J * Wff^*7 D7 h ^7 7 ^ - m&l& 
zLmfctL, Z»£«£E@£U ft:£t)4 4£ 350mg^#fc o ££ N &«aiL*: 

§^©77^-> 3 >i:w«ittiu mmzmm^u its®* ss- 

330mgf#fc o 

15 4 4 

'H-NMR (DMSO-de ) 5 p p m : 
1.40-1.55 (2H, m), 1.60-1.70 (2H, m), 1.75-1.92 (4H, m), 2.70-2.85 (1H, 
m), 2.90-3.05 (2H, m), 3.28-3.50 (6H, m), 4.25 (2H, s), 6.90-7.07 (3H, 
m), 7.15 (2H. d, J=8.6Hz), 7.30-7.40 (1H, m), 7.56 (2H, d f J=8.6Hz), 
20 8.65-9.00 (4H, m), 9.23 (2H, s), 10.20 (1H, s) 
it&® 4 5 

'H-NMR (DMSO-d« ) 6 ppm: 
1.55-1.72 (4H, m), 1.73-1.95 (4H, m), 2.72-2.85 (1H, m), 2.90-3.03 (2H, 
m), 3.28-3.40 (2H, m), 3.41-3.52 (4H, m), 4.26 (2H, s), 4.46 (2H, s), 
25 6.91-7.08 (3B, m), 7.15 (2H, d, J=8.6Hz), 7.21-7.40 (6H, m), 7.56 (2H, 
d, J=8.6Hz), 8.72-9.08 (4H, m), 9.28 (2H, s), 10.24 (1H, s) 

2- CN- (3-7;-/;7x-;0 -N- C3- (2-b Kn^->xfW 
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vO O'Jjl) TZS) -N- C4- (1- (l-^S;xf;l/) bX«J^>- 
4--OIQ 7x-/b) 7-frh7$ K~aifta (jb^l_4 6) 
2- CN- (3-7;i?/7ii;l/) -N- C3- 

'Oi?;!/) TSy) -N- C4- (4 -tX'J v^;U) 7i-^) 7-fe h 
5 71 FrMWOM. 130mg£^ */-;U2mltog|?U ^Jl 7*1- Zt- [>iMM 
^58mgSO' h U if;l/7 S > 0. 126ml £flD/U 2 l$IBHR# L tz 0 

7^5/a>Klft*aM*Jn^»tttU *8*«ES*U 2- CN - (3-T5 
10 y/7i-;l/) -N- (3- (2-tKn + -/xW+i/) AO 75/ 

3 - N - C4 - CI - (l--f;;xf;|,) tXUi?>-4- OU) 7xx;H 

7-t?h7S KH^ifig U5ng£»fc 0 
'H-NMR (DMSO-d e ) <5 ppm: 

1.55-1.92 (4H, m), 2.31 (3H, s), 2.79-2.91 (1H, m), 3.10-3.23 (1H, m), 
15 3.63-3.72 (2H, m), 3.94 (2H, t, J=5.0Hz), 3.96-4.06 (1H, m), 4.16-4.28 

(1H, m), 4.38 (2H, s), 4.72.(2H, s), 4.-84 (1H, t, J=5.5Hz), 6.75-7.40 

(10H, m), 7.56 (2H, d, J=8. 6Hz), 8.67 (1H, br-s), 8.98 (2H, br-s), 9.15- 

9.45 (3H, m), 10.30 (1H, s) 

MS (FAB, m/z) : 5 4 3 (M + H) 

20 

mm 8 

2- CN- (3-7^;7xx;b) -N- ( 3 =f-)l**i/K 
25 7iJ) -N- (4 - CI - (1-4 I J bXU S?>-4->T 

)V) 7xxjb) 7-frh7$ KZUaKtt (jb^U 7) 

'H-NMR (DMSO-de ) 8 ppm: 
1.54-1.93 (4H, m), 2.31 (3H, s), 2.79-2.91 (1H, m), 3.09-3.35 (2H, m), 
3.93-4.05 (IB, m), 4.18-4.31 (1H, m), 4.32-4.46 (4H, m), 4.73 (2H, s), 
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6.79- 7.40 (11H, m), 7.47-7.63 (3H, m), 8.72 (1H, s), 9.05 (2H, s), 

9.22-9.40 (3H, m), 10.39 (1H, s) 

MS (FAB, m/z) : 5 5 6 (M + H) 

5 2- CN- (3-7;^7x^;l/) -N- ( 3 -/ b*i/tiJ\stf~)l>i 

*i/<yV)\,) TU) -N- [4- (1- (l-^;/xf;l/) bX'J^>- 

7 x -)V) 7* b 7 i h*-imm «t&®} 4 8 ) 
'H-NMR (DMSO-ds ) 6 ppm: 

1.54- 1.94 (4H, m), 2.30 (3H, s), 2.79-2.92 (1H, m), 3.09-3. 35 (2H, m), 
10 3. 66 (3H, s), 3. 95-4. 06 (1H, m), 4. 17-4. 28 (1H, m), 4. 37 (2H, s), 4. 67- 

4.79 (4H, m), 6.75-7.40 (10H, m), 7.56 (2H, d, J=8. 5 Hz), 8.66 (1H, s), 
8.96 (2H, s), 9.21 (1H, s), 9.28 (2H, s), 10.27 (1H, s) 
MS (FAB, m/z) : 5 7 0 (M + H) 

15 2 - CN- (3-7;-^7x^) -N- ( 5 -*J ^ 'J f-;U) 7$ 
yj -N- (4- [1- (1 I J^)V) h'X'J *J>- 4 7x^1/ 
) 7-t?h7$ Kr||| 0fb£%H 9) 

'H-NMR (DMSO-de ) <5 ppm: 
1.51-1.93 (4H, m), 2.30 (3H, s), 2.75-2.92 (1H, m), 3.92-4.16 (1H, m), 

20 4.24-4.29 (1H, m), 4.48 (2H, s), 5.39 (2H, s), 6.90-7.24 (5H, m), 7.28- 
7.38 (1H, m), 7.49-7.72 (3H, m), 7.76-7.87 (1H, m), 7.97-8.08 (1H, m), 
8.63 (1H, s), 8.84-9.06 (4H, m), 9.13-9.31 (3H, m), 10.28 (1H, s) 

2- CN- (3-7;^7x-;l/) -N- (3-^npK>^;b) 7iJ) - 
25 N- C4- Cl- h'X'J jPy- 4 7x-/l/) 

h7 5 K-^m^ ab^5 0) 
'H-NMR (DMSO-de ) 6 ppm: 

1.55- 1.95 (4H, m), 2.30 (3H, s), 2.80-2.90 (1H, m,), 3.10-3.25 (1H, m), 
3.95-4.05 (1H, m), 4.15-4.25 (1H, m), 4.39 (2B, s), 4.77 (2H, s), 6.94- 



WO 99/10316 



8 1 



PCT/JP98/03685 



6.96 (1H, m), 7.02-7.13 (2H, ■), 7.20 (2H, d, J=8. 6Hz), 7.25-7.42 (5H, 
id). 7. 55 (2H, d, J=8. 6Hz), 8. 63 (1H, br-s), 8. 93 (2H, br-s), 9. 18 (1H, 
br-s). 9.28 (2H, br-s), 10.26 (1H, s) 

5 2- CN- (3-7;y;7x^;l/) -N- ( 4 - t Fu± y^f^) TiS) 
-N- (4- (1- (1 -J l b J ^'J 4 -JM 7x-;l/) 7 

*Y7i h'-imm. £ft£tt5 1) 
'H-NMR (DMSO-d, ) <S ppm: 
1.44-1.52 (2H, m), 1.58-1.80 (4H, m), 1.81-1.92 (2H, m), 2.30 (3H, s), 

10 2.80-2.90 (1H, m), 3.10-3.22 (1H, m), 3.24-3.34 (1H, m), 3.40-3.50 (2H, 
m), 4.18-4.30 (3H, m), 6.91-7.08 (3H, m), 7.19 (2H, d, J=8. 6Hz), 7.30- 
7.40 (1H, m), 7.55 (2H, d, J=8. 6Hz), 8.66 (1H, s), 8.99 (2H, s), 9.22 
(1H, s), 9.29 (2H, s), 10.25 (1H, s) 

15 2- CN- (3 -7$ ; JJ 7 x ■=■;!/) -N- (3-bKn^^>^) 7 \ J 
3 -N- [4- CI - Ojii_LAxj2k) bXU 4->T;l/3 7i£^ 

h 7 ^ K-%BMS 5 2 ) 

'H-NMR (DMSO-d, ) <5 ppm: 
1.55-1.94 (4H, m), 2.30 (3H, s), 2.79-2.92 (1H, m), 3.11-3.32 (2H, m), 
20 3.95-4.05 (1H, m), 4.15-4.28 (1H, m), 4.34 (2H, s). 4.66 (2H, s), 6.60- 
6.76 (3H, m), 6.95 (1H, dd, J=8. 5Hz, 2.2Hz), 7.01-7.25 (5H, m), 7.30- 
7.39 (1H, m), 7.56 (2H, d, J=8.6Hz), 8.64 (1H, s), 8.94 (2H. s), 9.20 
(1H, s), 9.28 (2H, s), 9.38 (1H, br-s), 10.24 (1H, s) 

25 2 - CN- (3-7;i?;7x^l) - N - p7p t°Jl/ ?-Jl7 I J \ -N 
- C4- CI - (1-4 i J LXU 4 ->OU) 7x-^] 7-fch 

7$ Krttgga (jb^_5 3) 
'H-NMR (DMSO-d, ) <5 ppm: 
0.25-0.35 (2H, m). 0.45-0.55 (2H, m), 1.05-1.17 (1H, m), 1.55-1.92 (4H, 
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■), 2.31 (3H, s), 2.80-2.90 (1H, a), 3.10-3.40 (4H, a), 3.95-4.05 (1H, 
■), 4.18-4.31 (IE. a), 4.36 (2H, s), 6.98-7.08 (2H, a), 7.11-7.22 (3H, 
a), 7.30-7.40 (1H, a), 7.55 (2H, d, J=8.6Hz), 8.50-9.50 (6H, a), 10.26 
(IB, s) 

5 

2- CN- (3-7;y/7x^) -N-^y;l/7;y) -N- (4- CI 

- (l-^;/xf;l/) bXV 4 -4)V\ 7x_;l/) T^LZlUl^l 
& (jfc&l 5 4 ) 

'H-NMR (DMSO-d. ) 5 ppm: 
10 1.55-1.92 (4H, a), 2.31 (3H. s), 2.80-2.92 (1H, a), 3.10-3.22 (1H, a), 
3.95-4.07 (1H, a), 4.16-4.28 (1H, a), 4.37 (2H, s), 4.76 (2H, s), 6.90- 
7.42 (11B, a), 7.56 (2H, d, J=8.4Hz), 8.67 (1H. br-s), 8.98 (2H, br-s), 
9. 15-9.40 (3H, a), 10.29 (1H, s) 

15 2- CN- (3-7v//7x>;l/) -N- {Z-/^)l- 2 -7f--;U) 7i 
1} -N- C4- Cl- (1-^ i y^A) fc°^'J^>-4^;l/3 7x-;b 

3 7-tr h 7 1 v-mm. uts® 5 5 ) 

'H-NMR (DMSO-de ) 6 ppm: 
1.50-1.95 (10H, a), 2.30 (3H, s), 2.77-2.91 (1H, a), 3.10-3.35 (2H, a), 
20 3.94-4.12 (3H, a), 4.16-4.30 (3H, a), 5.20-5.30 (1H, a), 6.96 (1H, dd, 
J=8.6Hz, 2.2Hz), 7.00-7.15 (2H, a), 7. 19 (2H, d, J=8.6Hz), 7.30-7.40 
(1H, a), 7.55 (2H, d, J=8. 6Hz), 8.70 (1H, br-s), 9.04 (2B. br-s), 9.20- 
9.38 (3H, a), 10.27 (1H, br-s) 

25 2 - (5 -7;^;-2-bF'p^^^f^7x^l/7;;) — N— C 4 — C 1 

- (l--f;;x^) hX'J-^>-4-^Wv/) 7x-;b) T±±T±£ 

-mmm. ut&® 5 6 ) 

'H-NMR (DMSO-de ) S ppm: 
1.62-1.83 (2H, a), 1.95-2.10 (2H, a), 2.28 (3H, s), 3.40-3.59 (2H, a), 
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3.67-3.83 (2H, m), 4.05 (2H, s), 4.50-4. 68 (3H, m), 6.89-7.11 (4H, m), 
7.36 (1H, d, J=7.8Hz), 7.54 (2H, d, J=9.0Hz), 8.67 (1H, s), 8.91 (2H, 
s), 9.18-9.35 (3H, m), 10.14 (1H, s) 
MS (FAB, m/z) : 4 3 9 (M + H) 

5 

2- (5-7^7-2-^>^W->7^;l/7^) -N- C4- [ 1 - 

msm Ut&b 5 7 ) 
'H-NMR (DMSO-da ) 6 ppm: 
10 1.62-1.82 (2H, ■), 1.95-2.10 (2H, m), 2.29 (3H, s), 3.45-3.60 (2H, m), 
4.06 (2H, s), 4.57-4.69 (1H, m), 5.30 (2H, s), 6.95 (2H, d, J=9. 1Hz), 
7.02 (1H, s), 7.08-7.20 (2H, m), 7.30-7.60 (7H, m), 8.73 (1H, s), 8.85 
(2H, s), 9.16 (2H, s), 9.58 (1H, s), 10.25 (1H, s) 

15 2- CN- (3-7;v/7x-;l/) -N-^>v?;l/7;;) -N- (4 - [1 

- (l -^r $ yjc^;!/) ewp ; jy- 4 zdA^Jt21 Z*=M 7thr-; k 
rJMgm «t&® 5 8 ) 
'H-NMR (DMSO-d. ) 6 ppm: 
1.65-1.82 (2H, m), 1.95-2.12 (2H, m), 2.28 (3H, s), 3.46-3.57 (2H, m), 
20 3.68-3.80 (2H, m), 4.31 (2H, s), 4.57-4.68 (1H, m), 4.75 (2H, s), 6.91- 
7.09 (5H, a), 7.22-7.38 (6H, m). 7.51 (2H, d, J=8. 7Hz), 8.54-8.89 (3H, 
m), 9.10-9.26 (3H, m), 10.04 (1H, s) 

2- (5-7;^;-2-yf;l/7x^7;;) -N- (4 - (1- (l--f 
25 fc°^'J> ? >-4-^;l/^-^'>] 7*-;l/l K-ig&jj ( 

5 9 ) 

'H-NMR (DMSO-d. ) 6 ppm: 
1.65-1.80 (2H, m), 1.95-2.10 (2H, m), 2.24 (3H, s), 2.29 (3H, s), 3.45- 
3.61 (2H, m), 3.66-3.86 (2H, m), 4.07 (2H, s), 4.55-4.70 (1H, m ), 6.88- 
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7.07 (4H, ■). 7.22 (1H, d, J=7.6Hz), 7.56 (2H, d, J=9.0Hz), 8.75 (1H, 
s), 9.00 (2H, s), 9.25 (2H, s), 9.31 (1H, s), 10.27 (1H, s) 

2- (5-7^y-2-^PQ7x^;l/7;y) -N- (4- C 1 - (l->f 
5 ;/xf;l) hX'J -Jy- 4 zdJ^Jt2l 7x~;l/) 74rh7$ KZftlfettt ( 
jbtli 0) 

'H-NMR (DMSO-de ) <5 ppm: 

1.65-1.82 (2H, b), 1.95-2.10 (2H, m), 2.29 (3H, s), 3.65-3.85 (2H, m), 

4.13 (2H, s), 4.58-4.69 (1H, a), 6.00-6.22 (1H, br), 6.95 (2H, d, 

10 J=9.0Hz), 7.00-7.14 (2H, m), 7.47-7.60 (3H, m), 8.70 (1H, s), 9.07 (2H, 
s), 9.25 (1H, s), 9.37 (2H, s), 10.26 (1H, s) 

mm 9 

2- CN- (3-7;^;7x^) -N- ( 3 -J h*'>7j;t/*-;M T)\slc 
15 ^^Ov^U) Ti;) -N- (4-^77°nh^7x-;i/) 7-trh7 5 K&gg 
m «b£%>6 1) 

2- CN - (3-->7;7x-;W -N- (3-y- b*i/l7Jl#-fr/?-J\'* 
7;y) — N— ( 4 ( V Zfu £j\,7 x-AO T^hTl K 202 

mg(ctafn^k7K^- > ^ y -^^omi^jn^T^ u Mfi-e 5 mmuw ttz 0 

fco ^y-;U50ml«!:^fc7>^-^A57mgO7K2nil« ; $rJD^> 
12B#p H M&MLfc 0 K&S£$l£MffTS3iU ^2I£7 5 7 7 a \£Mti/ U 

25 mu %$>tit:E#}<D7 7?is3 y\z%mk*mzjmkti. mm^nm^u 

2- CN- (3 -7 5 7x-;U) - N - (3-y h+^^tf^M 
*->OvW 7 5 7] -N- (4-^V7nt^7x-^) 7-t?h7 5 KttS 
m 113mg£^fco 
'H-NMR (DMSO-d 6 ) d ppm: 
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1.18 (6H, d, J=6.9Hz), 2.78-2.89 (1H, ■), 3.67 (3H, s), 4.36 (2H, s), 
4.73 (2H, s), 4.76 (2H, s), 6.77-7.40 (10H, m), 7.52 (2H, d, J=8.5Hz), 
8. 89 (2H, s), 9. 26 (2H, s), 10. 13 (1H, s) 

5 %tm 1 0 

2- CN- (3-7;-^7x-;b) — N— (3-^^-//^y<> 
W 7$/) -N— C4- (l- (i-^f;yxf^) exp -;>'>- 4 
3 7x-;l/) 7-trh7S KzUiBfltt (ft£4fo6 2) 

2- CN- (3 -7 3 7x-;l/) — N— (3-7 h + ->*^>K-;Mf-A' 

10 **'^'/^) 7 3 7) -N- [4- (1- (l--f;;xf;W tX>J^> 
7x;;l/] 7-feh7S K^BttCTligfclN-ttKlaliT-feh- 
h'J;Hil*jD^ 60r-e4BWBKJ6*ii:fco SJEl^^l^iETIi U 
^^^fy;VS{fc^I'> 'J * WE»7 D7 h?*574- (» 
Hi»ttC:7K-7Hrh-hU;U) Tr^iStU ft&ftfcBft©??* -> s >K:*&tftK 

15 £Jta;i®tf£<k U *W*«Ee*LN 2 - CN- (3-7^/7x-;l/) -N 
- (3 —t>)\s#*ri// ? 7 3 J) - N - C4- (1- (1- 
-< ^ y tXU 4 --Ol/) 7x-;H 7-fe b7 ^ VZSjOt&fflng* 

'H-NMR (DMSO-de ) S ppm: 
20 1.52-1.93 (4H, ■), 2.31 (3H, s), 2.77-2.92 (1H, i), 3.05-3.35 (2B, ■), 
3.94-4.07 (1H, n), 4.20-4.35 (1H, m), 4.41 (2H, s), 4.63 (2H, s), 4. 73 
(2H, s), 6.72-7.40 (10H, ■), 7.59 (2H, d, J=8.6Hz), 8.80 (1H, s), 9.14 
(2H, s), 9.25-9.50 (3H, m), 10.48 (1H, s) 
MS (FAB, m/z) : 5 5 7 (M+H) 

25 

nmm 1 1 

mmm 1 o tmmo^mz^ *)ixr<Mt&®£&i&Lt:o 

2- CN- (3-7;-^;7x^) - N - ( 3 -;fr;b*>->7 f^M^j^O 
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2M TiJ) -N— (4 ->f y7nfc';U7x-;U) 7-frh7$ K-ij®i& (ft 
^#J6 3) 

l H-NMR (DMSO-d, ) 5 ppm: 
1.17 (6H, d, J=6.9Hz), 2.78-2.89 (1H, m), 4.35 (2H, s), 4.63 (2H, s), 
5 4.72 (2H, s), 6.73-7.60 (12H, m), 8.89 (2B, br-s), 9.25 (2H, br-s), 
10.11 (1H, br-s), 12.65-13.35 (1H, br) 

mmm 1 2 

3- C2- CN- (3-7;v?;7xz;l/) — N - (N - ( 4 -<{ Vfu \£Arj 

2- CN- (2-7a^>y;b) -N- (3->7/7x^W 7$/) - 
N- (4-'fV7 , ot , ^7x-;l/) 7-fehTS K 800mg. Bfc&/*5 W A10mg> 
h 'J 7x-M77^ >24mg. 7? U ;l/g?x^;K). 55mlfc<fctf h 'J x^;U7 ^ > 
15 0.35ml£N, N-^^f;l/*M7; K 7;U=f>3?H5TF 100 

ic-ei8B#iHK£3H*-fco ^m^6^i, ■zfczm&Tmmitzo a**->'j* 

W7A^D7h^77>f- (^{±5« : ^x^;U-^if» TfflfSlU 
-h'J;U 738mg£|#fc 0 C©7^ 360ngK:i&fD£{b!KJR-x* 7 -;Uif»10Bl* 

20 as{-ia?D7>*x7-^^y-;u^moii^x. N gs-ci9B#B8£je$tfrt:o 

^7^- (&tfj$& : 25%7>^^77K^-^ ^y-^-^k>7 c U» T' 

*&*6K£2lD;UM££ U »«*ttES4L> 3 - (2 - CN- (3 -7 S 5V 7 
25 xx;U) -N- CN- V7nt';l/7x-W #;l//<*>r >M f-;M 7^ 

7 /• =hM 7x^) 7 ? D ;Wftxf-;W!fflttt[ 230mg£i#/-Co 
'H-NMR (DMSO-dg ) <5 ppm: 
1.17 (6H, d, J=6.9Hz), 1.24 (3H, t, J=7. 1Hz), 2.76-2.90 (1H. m). 4.18 
(2H, q, J=7.1Hz), 4.29 (2H, s), 4.94 (2H, s), 6.54 (1H, d, J=15.8Hz), 
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6.92-7.41 (9H, m), 7.50 (2H, d, J=8.5Hz), 7.75-7.84 (1H, m), 7.95 (1H, 
d, J=15.8Hz), 8.89 (2H, s), 9.25 (2H, s), 10.10 (1H, s) 

$mm 1 3 

5 2- CN - (3-7;-^/7x^) -N- ( 1 -j-yj-Jl/ f-;U) 7^3 - 
N- C4- CI - (l--f;;xf;b) kX'J 4 -4)1) 7x_;l/) 
h7$ Kr%6ft% (jb^6 5) 

2- CN- (3->7;?x-;W -N- ( 1 -±7^Jl/ 7 ^ J 3 - 
N- C4- (1- h »J 7;^u7-fe^;Uh°<'J v?>- 4 --T;U) 7i-^) 7-b 

10 h7$ K 670mgjCta^'fb7K^-i^y->'^^25ml^»Q^T^Ls SiTC 5 

;Mtvu *y^7A^D7h^77^ - (m&mm ■. 25%7>^^7tkm- 

15 xf-^ 7-fef - ^ -r- 377mg£.O t h U xf-;U7 ^ > 0. 425ml£ 

$£ME®i£U 2- CN- (3-7;v?;7x-;l/) -N- (1— ^7f-;M 
20 f-n,) 7^) -N— C4- CI - (l-'fWxfjl/) t°^'J i?>-4 ->f;U 

3 7x-;H 7-trh7 5 KrtttKtl 275mg*#^ 0 
l H-NMR (DMSO-de ) <5 ppm: 

1.55-1.96 (4H, m), 2.31 (3H, s), 2.78-2.93 (1H, m), 3.10-3.36 (2H, m), 

3.95-4.06 (1H, in), 4.16-4.28 (IB, n), 4.38 (2H, s), 5.24 (2H, s), 6.95- 
25 7.25 (5H, m), 7.29-7.64 (7H, m), 7.82-7.93 (IE, m), 7.96-8.10 (2H, m), 

8.65 (1H, br-s), 8.94 (2B, br-s), 9.13-9.33 (3B, m), 10.21 (IB, br-s) 

mmmi 4 

2- CN- (3-7;v?y7x-;l/) -N- ( 5 -/• X 4 -4 
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TZJ) -N- (4-^V^p^7x-;l/) T-tzbTi K||g ( 
jb^ 6 6 ) 

2- (N- (1 - t e r t -7 b*y#;l/tf*— jl- 5 -/mj i PV-Jl- 

4— <;Mf-;u) -N- (3 -j/?; 7x-;i/) r$y] -n- u-^vzfu 
5 t°;U7x-;U) 7Hr hr^ Ki.20gictafp^b7K^-i^/-;u^20mi^Jn^ 

mztffiQT >*-7 - / * J -J\st&m.25mmtfmt* f- b >10al£fln;U 1ST? 
iSxfWL^ 2- CN- (3-7$y;7x-;W -N- (5- 

y f-;u-r $ 4 --r;uy^;u) 7^y} -n- (4-^fvyot>7x 

15 -;U) 7-tr h7 5 Kttfttt 900mg£M£ o 

'H-NMR (DMSO-d» ) <5 ppm: 

1.17 (6H, d, J=6.9Hz), 2.28 (3H, s), 2.74-2.90 (1H, ■), 4.32 (2H, s), 
4.67 (2H, s), 6.87-7.08 (3H, m), 7.16 (2H, d, J=8. 4Hz), 7.29-7.41 (IB, 
■), 7.56 (2H, d, J=8.4Hz), 7.87-8.14 (1H, br), 8.95 (2H, s), 9.27 (2H, 
20 s), 11.15-11.65 (1H, br) 



UMM 1 5 

25 2 - CN- (3-7;v?/7x^) -N- (1- ( 4 -/ =f-)VKy'J)l) 5 

a -jfrj ±m 7^y) -n- (A-^vfa^jiy^-ji) 7* 

'H-NMR (DMSO-d, ) <5 ppm: 
1. 17 (6H, d, J=6. 9Hz), 2. 28 (3B, s), 2. 76-2. 90 (1H, m), 4. 31 (2H, s). 
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4.67 (2H, s), 5.16 (2H, s), 6.90-7.20 (9H, m). 7.23-7.38 (2H, m), 7.56 
(2H, d, J=8.5Hz), 7.90-8.10 (1H, br), 8.95 (2H, s), 9.24 (2H, s), 11.28 
(1H, br-s) 

5 2- (N- (3-7;^;7xr.;V) -N- (1- ( 4 - b Ko^X^yU) 

4 1 4 f^k3 -n- (4 v?nt°ji7 

'H-NMR (DMSO-di ) <5 ppm: 

1.16 (6H, d, J=6.9Hz), 2.75-2.89 (1H, m), 4.29 (2H, s), 4.63 (2H, s), 
10 5.04 (2H, s), 6.73 (2H, d, J=8.4Hz), 6.85-7.36 (9H, m), 7.56 (2H, d, 

J=8.4Hz), 7.84 (1H, s), 8.70-9.70 (5H. m), 11.40 (1H, s) 
MS (FAB, m/z) : 4 9 7 (M + H) 

nmm 1 6 

15 2- CN- (3-7;-^;7x^) -N- (4-b F'D^y7f^) 7^3 
-N- C4 -4 yypb';l/7x^) 7-i?K7$ K%B&a (fk^_6 9>. 

2- CN- (3-7;^;7x^) -N- ( 4 v;M"+ ^7f-;U) 7 
^7] -N- (4-^77ot>7x^) 7-t?h7S K~^M25mg(CJL^y 
-;U 1.0ml£fin>U 10%^7S^A^t5mg£Jn;iT. ^-fiiCTTKUgfflmTS 
20 E-e2^H^L/Co ^j^^iU ZmZffiETMmL. 2- CN- (3- 
7;-^7x-;W -N- (4-tKa + >>7'f;l/) 7U) -N- (4 --TV 
■fa h°;U7 x-;U) 7* h 7 5 K^^18mg^#/i 0 
'H-NMR (DMSO-de ) 6 ppm: 

1.17 (6H, d, J=6.9Hz), 1.41-1.52 (2H, m), 1.56-1.68 (2H, m), 2.78-2.90 
25 (1H, m), 3.40-3.50 (4H, m), 4.23 (2H. s), 6.92-7.05 (3H, m), 7.16 (2H, 

d, J=8.5Hz), 7.30-7.38 (1H, m), 7.50 (2H, d, J=8.5Hz), 8.91 (2B, s), 
9.25 (2H, s), 10.08 (1H, s) 



%mm 1 7 
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2- CN - (3-7;-;/7x^) -N- (2 -i ^Jlzfa 7$ 73 - 
N- (4-^fy^D^->7x>;l/) 7-trh7$ K*glS3[ (jb£^7_PJ 
5 'H-NMR (DMSO-d, ) <5 ppm: 

0.92 (6H, d, J=6.6Hz), 1.22 (6H, d, J=6.0Hz), 1.96-2.10 (1H, m), 3.28 
(2H, d, J=7.6Hz), 4.23 (2H, s), 4.47-4.60 (1H, m), 6.84 (2H, d, 
J=9.0Hz), 6.92-7.01 (3H, n). 7.30-7.40 (1H, m), 7.45 (2H, d, J=9. 0Hz), 
8.81 (2H, s), 9.22 (2H, s), 9.94 (1H, s) 

10 

2- CN- (3-7^7 7x^1 -N- (3 -/ 7 $7] -N 

- (4-^77'a^->7x^) 7-trh7^ KZUSBfltt Ul&tin 1) 
'H-NMR (DMSO-d, ) <5 ppm: 
0.94 (6H, d, J=6. 6Hz), 1.23 (6H. d, J=6.0Hz), 1.40-1.70 (3H, n), 3.36- 
15 3.50 (2H, m), 4.19 (2H, s), 4.45-4.59 (IB, m), 6.85 (2H, d, J=9.0Hz), 
6.90-7.02 (3H, a); 7.30-7.40 (1H, m), 7.42 (2H, d, J=9.0Hz), 8.85 (2H, 
s), 9.24 (2H, s), 9.97 (1H, s) 

2- CN- (3-7;^7x^) -N-^Pb°;U7^ 7) - N - (4-^V 

20 ^^->7i^) 7*h7i mmm ut&Ml 2) 

'H-NMR (DMSO-d. ) <5 ppm: 
0.91 (3H, t, J=7.4Hz), 1.23 (6H, d, J=6.0Hz), 1.50-1.70 (2H, ■), 3.35- 
3.50 (2H, u), 4.21 (2H, s), 4.46-4.60 (1H, m), 6.84 (2H, d, J=9.0Hz), 
6.90-7.06 (3H, m), 7.30-7.40 (1H, n), 7.48 (2B, d, J=9.0Hz), 8.89 (2H, 
25 s), 9.25 (2H, s), 9.99 (1H, s) 

2- (5-7;v?y-2-hKn^->7x^l/7;;) -N— C4- CI- (1 

m. ui&toi 3) 
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'H-NMR (DMSO-ds ) 6 ppm: 
1.62-1. 85 (2H, m), 1.95-2.10 (2H, m), 2.29 (3B, s), 3.65-3.85 (2B, ■), 
4.01 (2B, s), 4.57-4.69 (1H, ■), 5.20-5.70 (1H, m), 6.87 (IB, d, 
J=8.2Bz), 6.90-7.10 (4H, m), 7.55 (2B, d, J=9.0Hz), 8.63-8.80 (3B, m), 
- 9.05 (2B, s), 9.28 (IB, s), 10.21 (IB, s), 10.75 (IB, s) 

mmm 1 8 

2- CN- (3-7;^7 7x^) -N- ( 5 -jf ±h± iVV-JU- 4 -4 
Jl/f-Jl) 7^7) -N- C4- CI- (AzdJJ^tM t:^U> ? >-4- 
10 ±M -7^~M T^zYTl Ut&M 4 > 

2- CN- (3-7;y/7x^) -N- (5 - ^ W 4 - 

^Mfil/) 7iJ) -N- C4 - (4 - fcX'J : J-)l) 7x-il/) 7th7; 
KH^f^ 138mg<!:^;U 7-trf- = f- hiSKtS43iig*i^ J -A* 3 mlfcfln*., 
$ £{C h 'Jxf^T 5 >96^1 £SD*.T. mfi-£18B#lfflKJl$$-frfco ^1^9 

^ ^»6*LfCo 6^^«ET1IL, l#bftfc£IS^'>S©y 

2- CN- (3-7;^;7x-;l/) -N- (5 -/ f-1M 5 M-A/- 4 ->f 
7$y) -N- C4 - ci- ti^Uv^-4- 

>OW 7x-;H 7-t?h7^ Krafflfctt 105ag*»fe o 
'H-NMR (DMSO-da ) <5 ppm: 
25 1.52-1.93 (4B, m), 2.20-2.36 (6B, m), 2.77-2.91 (IB, m), 3.07-3.12 (1H, 
m), 3.93-4.07 (IB, m), 4.14-4.38 (3B, m), 4.62 (2B, s), 6.80-7.07 (3B, 
m), 7.19 (2B, d, J=8.6Bz), 7.28-7.40 (1H. m), 7.50-7.77 (3B, m), 8.63 
(IB, s), 8.94 (2B, br-s), 9.12-9.31 (3B, m), 11.70-12.22 (2B, m) 
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nmm 1 9 

2- CN - (3-7^7 7x^) -N- (1 -tDltf^i'Zi-M 
)l- A-^Jl/f-Jl) 7iJ) -N- (4-^fy^nL°;l/7x^) 7-t?h7^ 
Kj; h 'J -7 (fb&^7 5) 
5 2- CN- (3-7;-^7x^) -N- h+^M-;Mf;l/ 

-f ifV-Jls- 7iS) -N- (4--fy7Dt';b7x-;l/) 
74?h7$ K&mtglliDg&y */-;U 0.4mliC^iS?L^ 1 N-*IMItf- h 'J •> ^ 

-f^fctatSWU ±a**|»*x «J£T?a*Lfco Sii^x^y -;nc««p 

- CN- (3-7;-;;7x-;W - N - ( 1 -fjJU^i// I fV-Jls 

- 4-4Jl/?J\s) 7iJ) -N- (4-'fV7Dh*;l/7x-;l/) 7-t?h7S K 
h 'J tfAjftlOmg&fcfc. 

15 'H-NMR (DMSO-de ) 5 ppm: 

1.16 (6H, d, J=6. 9Hz), 2.73-2.90 (1H, m), 4.18 (2H, s),- 4.22 (2H, s), 

4.62 (2H, s), 6.60-7.20 (7B, m), 7.57-7.65 (3H, n), 11.92-12.01 (1H, br) 
MS (FAB, m/z) : 4 7 1 (M + H) 

20 Htfi^J 2 0 

2- CN- (3 -7$ 7xx;U) - N - (S-^y^t^^V-W 7 
5/) -N- (4--(77nl^->7x^) 7-frh7S Gb^7 6 

)_ 

2- CN- (3 -7$ 21 7xx;U) - N- (3-bKo»^>^) 75 7 
25 3 -N- (4->f V7pfl*->7xx;l/) 7-t?h7S K&Bttfi «t&®}l 7) 

2- CN- (3 -O^+v/'O^) -N- (3 -->7/ 7xx;l/) 7 
$7) -N- (4-^V7'n^i/7x^I/) 7-irh7S K40ngfcl&fi]tg*fc7K* 
-x* J -;Ujg&20inl&jD;L-C®& U Ml? 5 ^FM^fco 

^ffiT^m Lfc&. issi7 y*-7 -)\,im20mi*mz-. nu-cum® 
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mmtzo im&MEEE&u $y yolks' ua^a? a? 

U 7 6 £20mgiifco tfz, t«lf:gW©7 7^ i/ a 9J- 

5 «Sf«E*«£ESiLx tt&$J7 7 £15ng#fc« 

'H-NMR (DMSO-de ) 6 ppm: 
1.23 (6H, d, J=5.9Hz), 4.31 (2H, s), 4.45-4.85 (3H, m), 5.05 (2H, s), 
6.80-7.55 (17H, m), 8.85 (2B. s), 9.24 (2H, s), 10.00 (1H. s) 

io it&mn 

'H-NMR (DMSO-de ) <5 ppm: 
1.23 (6H, d, J=5.9Hz), 4.31 (2H, s), 4.45-4.80 (3H, m), 6.80-7.55 (13H, 
m), 8.81 (2H, s), 9.22 (2H, s), 9.96 (1H, s) 

15 mm 2 1 

2- (3-7;^;7x^;l/7;;) - N - (4 ->f y:*p#4->7 x~;U) 7 
-tr h7S KH1 (^%7 8) 

2- CN- (3-7;y;7x-;l/) -N-'OSWT 5 /] -N- (4->f 
77 , o^i/7x-;W 7-feb7i- mmmsoiog**-* J -*3«llc*j»U 10 
20 i?<7AK* 5 mg£fl[]/U SSCT**»ffl»T«E"e22l*iaat»L^o * 

^'J»*7A^a7h^77-f- (?§&&&: ^^y-;u-^fc^^i/> 

£U »«*«BES*L, 2- (3-7;^7i^7;;) -N- (4->f 
25 y7"D|+->7x-;l/) 7-trh7$ KttKft 7 mg£»fco 
l H-NMR (DMSO-de ) 5 ppm: 

1.25 (6H, d, J=5.9Hz), 3.92 (2H, s), 4.45-4.55 (1H, m), 6.78 (2H, d, 
J=8.9Hz), 6.84-6.91 (3H, m), 7.18-7.28 (1H, m), 7.41 (2H, d, J=8. 9Hz), 
8.75 (2H. s), 9.10 (2H. s), 9.86 (IB, s) 
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jtttm 2 

2- (3-7;y/7x^7;y) -N- C4- Cl- (l-^;;xf;V) 
b'X'J x>-4 zl2k±i±] 7x^1) 7-trh7 5 Kr&M 0fb^7_9J 
2- (3-7;yV7x-^7;;) -N- (4- ( 4 - h'K U v^U** 
) 7 x-;W T-fr h 7 ^ KH^^70mg<b h U x^;UT ^ > 0. 088ml^i^ J - 
Jl 5 mUzmmi, *-TJl 7-fef - 5 -r- h ±t$?$M0mg£#D>U IST-»L 

<W77n/V-;U-Cifc#U 2- (3-7;y/7x^7;/) -N— C4 
- Cl - (l --f ;;xf;W h°^U 4 --fJl^^-i/) 7x-;b) 7-fe h 
7; KZ£g^25mg£l#fco 
l H-NMR (DMSO-de ) <5 ppm: 
1.65-1.71 (2H, m), 1.96-2.09 (2H, m), 2.28 (3H, s), 3.46-3.57 (2H, m), 
3.68-3.81 (2H, m), 3.96 (2H, d, J=6. 1Hz), 4.58-4.68 (1H, m), 6.48-6.53 
(1H, m), 6.91-7.00 (5H, m), 7.27-7.37 (1H, m), 7, 54 (2H, d, J=9. 1Hz), 
8. 60-9. 35 (6H, m), 10. 13 (1H, br-s) 

H« 2 3 

2- CN- (3-7^77x-;l/) - N - ( 3 -ftJl#*i/* f-;M-*->Q 
71J) -N- (4- Cl - (l->f S/x^flQ b°^U> ? >-4-^;U 
] 7x-;U) 7-i?h7^ K£B% (ft£%[8 0) 
'H-NMR (DMSO-d, ) 5 ppm: 

1.40-1.95 (4H, m). 2.30 (3H, s), 2.83 (IB, t, J=11.6Hz), 3.79-4.49 (6H, 
m), 4.69 (2B, br-s), 6.56-6.85 (3B, n). 6.87-7.40 (7B, m), 7. 56 (2B, d, 
J=8.4Hz), 8.40-11.35 (6H, m) 
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mmm 2 4 

2- CN- (3-7;^;7x-;l/) -N- (3 -^M>y^fWyK> 
7iJ) -N- C4- [1- (l-f;/xf;b) b 0/v \ V i? y - 4 - 4 )l 
) ->^-M y^Y7\ KM^-tKM qfc&%)8 1) 

2- CN- (3-7;^77x^) -N- (3 -tul^-is/ ^M-^i/K 
yitJl) 7 I J) -N- C4- CI - (l-^f;;xf;l/) h°^'J 4 --f 

;H 7x-;b) T-febT^ Kttmt 4.4g£50°C(CTl N«7K^»ml(c^ 

C£KlJ;tK 2- CN- (3-7;y;7x^) - N - (3-^+yyf 
;l/*4->'<:/5W 7$^] -N- C4 - Cl - (l--f Wxf;l/) tX'Jy' 
>-4->TA0 7*-;W 7-t?h7^ K5tKttt2*fD«l 3. 9 g 
"H-NMR (DCOOD) 5 p pm : 
1.69-1.99 (2H, ■), 2.00-2.22 (2H, a). 2.48 (3H, s). 2.90-3.12 (1H, m), 
3.28-3.60 (2H, ■), 4.10-4.35 (2H, m), 4.79 (2H, s), 4.82 (2H, s), 5.00 
(2H. s), 6.87-7.08 (3H, m), 7.31 (2H, d, J=8. 5Hz), 7.32-7.43 (1H. m), 
7.46 (2H, d. J=8.5Hz), 7.50-7.85 (4H, n) 
TzMfiVr (CuHj.N.O* • H,S0 4 ; 2H,0) 
III: C, 5 3. 9 0 ; H, 6. 1 3 ; N, 12. 17 
HaWS:C. 5 3. 7 8 ; H, 6. 0 3 ; N, 12. 14 

mni&ta<D mzfr** v mm 5 m u P h 8 . 4 © h u 

» 3 7 5 n I fc<ktf ImM S - 2 2 2 2 (SMb£3BS8«S;#*tSS) 
1 0 0 M £rS£U 0. 6ax 7 h/mlOt hfittlhiSIiiXS? (* 

JWU *srz #M) f" > - ^ U v >M&& 20//1 £flD;LT. 3 7 0 C-? 

1 0^ h Lfco 6 0 %M 1 0 0 a 1 £Zin*.-C£jS*£jtU 8k 

3tfi (4 0 5 nm) fcSSSLfco 
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5 

wm 2 

SEH-fk^DOS?^ f-;u*;i/*+ •> K»* 5/iK pH8. 4 £D h U 
®fg 3 7 5 ^1 ImM S - 2 2 3 8 

10 1 0 0 ft 1 £M£U 2. 0aiyh/mlOth-ha>t*> 0>/7ttl{) 

oh? ^ f- > - y u v 20^1 £#d*.t 3 7 °ce 1 o #PdH 

h ItZo 6 0%f£g&l 0 0 fi 1 &to*TEJE*fM:U MS (4 0 5 nm) £ 

&i^t£^«M£:3 > h o-^l/i U t h - h a > If >fcSanS*75 > 
15 3> hn-;HcftLT5 0 «IB»f 5iS©tt»ft^ft©«« (I C 

C*l) 





mwm& (nM) 


(j"M) 


2 2 


1 5 


1 3 


5 2 


1 6 


7 7 


5 5 


4 


1 5 


5 8 


4 2 


1 0 0 


6 2 


1 8 


2 0 6 


6 5 


8 


4 2 


7 4 


1 9 


17 7 


7 9 


9 6 


3 0 8 
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feilt^o^^f;^;^+i/ KM 2 # 1 ^vWcOT + ^y b£3 7 

ti«u t hiE^M (v> 3 -^ . *yy#m 50^1 ^jn^.> i^fc 

5 , <J . 1 0 0 M £#D*.> S T 4 

tz&mt&^omm (ct 2 ) cn<&6tM@fpffl©^iL^o <e© 

ftm«2 0iiS9-r?*^o 

10 



15 





ttMttffl (#M) 


2 2 


0. 2 9 


5 2 


0. 1 7 


5 5 


0.091 


5 8 


0. 2 4 


6 2 


0.2 1 


7 4 


0.3 0 



20 4 

im&VJT.fi-lkW&vv Y (SLC) lP5Mffll\S4W2. 5 
m 1 /kglCt£a?M^I«MU M#MrtJC^#iiSl m 1 / 

25 Lfco ^Oigm{iS3©ii«9T*^o 
C^33 





(mg/kg) 




6 2 


3 0 


0/5 
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1 . IK5£ 



5 




&&<DRtt.7kmm=?. imrji^;im, ®si7^-;n, fta7fr*ju& 

Wi7)l*jm, t Kn*->ffi&7;Mr;US> g&Si LT7 'J -Jim^lT^ 
10 T&J;WgS&7;lo*W&i&7;b4-;uS, LT7 »J -;Ug£WlT^T 

*>J:iWK»7;U3*->(£»7;l^^;us N g&S£ lT7k®S> i»7;l/*;Hx 

*^i?*'>fifii7;U3 + '>S. filft7;i/3+'>*;u**-;i/fi»7;i/=i+'>Sx * 
;u#+->(S»7;i/y-;bS. fi»7;i/3 + ->*;i/**-;Ha«7;i/^r-;bSx 
15 /<*-f;N£ft7^3*->SN *;u#+S/^ (ER7;i/3*->*;i/»K-;HI^ 4£ft 
7;u*;ut.;u*^;1/S> x;u 7 ^ifeitf^a 4* yfe^fr ft £S 
* 1 flftM 3ifLWTU^7'J -;M£$fc7;l'*;Ug. — «S 




(&*<D A tt*g«7 U >mx- & *) > ^ >-tr >^ £ |gg L T I * 5 ft Z lift ft JC 

B 

*->ffi&7;u*;i/g. ffi»7;U3 + '>*;i/#-;uffi«7;u*;^ *;w<^e^;u 
<£&7,Mr;UgX«fi&g<l: LT*I**Xtt^7;U*;l>«£W LTVT «fc^ 
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10 



15 



20 



g&Si: LT7 U -;u^WLT^Tt>«fcv*<^7;i/3*«>£XM:^ 



K*On(ilX«2-C : *<9s T liTKStlS^XliHKsS- C (=NH) -W (5£ 

**ns 3 -7 $ *jj 7-y >si*»*fctt*n&oiiei^wicfip§*n*^fi. 

2 . JBt5£ 



C5$*0Rtt**BH\ ffi»7;Hr;ug. fl£»7;^!r-;ug, y^o7M;H£ 
»7;i/*;US> t Ka*->filR7^*Ai, tt&g£ LT7 'J -;ug£WLW 

h^mcr^^^my^-^m, agist tTTkms. ffii?;^^ 

ffift7;i/3*S/«* t Ka4->fi«7;l/3+2/Sx T'J-yWy^^^ 
*;U>K4->i£a7;i/3*'>*x fift7;l/3+->*;l/jK-;i/fiiR7;U3 4->l6x # 
;u#+->iBR7;^-;uS^ fi«7;U3+i/*;i/^;KftaT;uy-;i/Kx 
/<*>f;ufia7^3*S/*, #;i/***v/g> &&7;i/3*<>#;u*'-;i/g> 





A 
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1 0 0 



OTOn(ilX«2-e*«9. Tte*^II^X«-j&5£-C (=NH) -W 

s$nstt*^iie«<D3 -7; i?j7-v ymmfottz&ztibvmm^mz 

20 

3. 





15 
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10 



15 



20 



7'J-;b«7;u+;uS-e*0> Dtt7KSi£^XfcMg&7;u*;i««-c*<5) -e^ 



K*On«lX«2-e*^ Ttt**IiCTOW:Hfta-C (=NH) -W (5$ 
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4. 




NH 

X, 



HN. 




CONH 



.COOH 



xm £ n s m&g 3 ta«o 3 - 7 $ sv r- y ^ t**n 6 ©i£g¥ft 

5. ft#3iK 2, 3£fcte4iE«g©3 -75 y;r-u A: ti*tl 

6. t»#5K 2, 3*fc(i4ia«©3-7 5^y7-y 

7. »3fcgl> 2, 3*ytti4E«©3-7 5 S?y7-'J >8fflM*:*fcti*n 

3 3 fcti 4 §H«© 3-7;v^;7-'J fc HZtl b ©313^1$ KfpgS 

9. t»^K 2. 3*/ttt4I2*0 3-7$yy7-U>»iaW*tA:tt*n 
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1 0. 




10 



15 



20 



k*©r 3 &*mmir, mkrfr*)^ mcrn'r^m, y^nrm 

^Ttxk^iBftT^n + S/fiftT^^Hlx S&Si IT7 'J -;Ug£WLT^ 

«k^7k»Sx <£»7;u*;H6x fi»7;U3*->*. t Kn+v/ffi»7;U3+->*. 
7V-;U{£S&7;U3^>g > *.rt/iK*S/fitt7^3*S/|S^ &R7Jl**i/1v\, 
#-;uffi»7;U34 ! ->3ix *;u#*i/fitt7^-;^ ffitt7;U3*S/#;M? 
-«7i^;iH, *;u#4-i/*x <^7;U3*s/#;i/#.=.;i^ i£»7;u 
x -;bSx x ;U7 r «fc tf^ a y t>stR$ ft 5 S£ l 



(5S*©Att^7;Mrl/>«T'*!K B l ttTK*]®^ 7;;!©^ ffi 
$7;u*;ug, *;i/iK*->fi«7;u*;i/S^ (£»7;U3+'>*;^-;H£&7;i/ 
*;UgXtefig|g<i: LT*»ISXttffiR7^*A«*WLT^Tt>J:l.>7 'J 
ffi»7 D(i7K^ : ?X{ii£Si7;l/+^ST'*.^) T^£ft£g 
T&«9> R« (i**®** i£S&7;U*;l/g % ftfct Ka 
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